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{54)Title- HUMANIZED IMMilNOGLOBUUN REACTING SPECIFICALLY WITH Fas LIGAND OR ACTIVE 
FRAGMENTS THEREOF AND REGION INDUCING APOPTOSIS ORIGINATING IN Fas LIGAND 



(57) Abstract 

A novel humanized immunoglobulin reacting specifically with a Fas ligand 
and active fragments thereof arc provided and a region on a Fas ligand which is 
important in inhibiting apoptosis induced by cells with Fas expression on the basis 
of the Fas-Fas ligand interaction is clarified. The novel humanized immunoglobulin 
and active fragments thereof arc prepared by the recombinant DN A techniques from 
hybridomas which produce a monoclonal antibody reacting specifically with a Fas 
ligand. This immunoglobulin can inhibit physiological reactions between a Fas 
ligand and Fas. typified by apoptosis. By specifying the region participating in the 
induction of apoptosis on a Fas ligand. there have been constructed recombinant 
proteins and pcpUdcs which react specially with the amino acids contained in this 
region to thereby inhibit apoptosis and are thus applicable lo novel remedies, 
clinical diagnostic drugs, etc. 
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7^^H§{±, frjl^l^ii hM'fb^^iS^n-r'; vtrpt. Mir.. F a s - 
F a s V Kffiaft^ll J: !9 F a s ^a^J^l^tcMai^ T-i^* K - ^ 
miJi-^fwtoirmU'SjF a s KJico^i^lcc>v^T<7)$n^t;KI1-;5)o ff^ 

Fas ')ify Y(Dl^]^tfz\t:iiX\zWMLtzm.m^ 

fclBT^!? ryo^^^^A^g^^ (programned cell death) J t^■\Ifl. tJ 
Sfi^ • 'fb^6*3^@-C5i§jeci^tL*:5Fjit<7)^ia9E (accidental cell death 
)• hm.^\\^fiX\^^Zy (Raff, M. C. Nature, vol.3 5 6, p. 3 9 7 -4 0 
0, 1 9 9 2) o 
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(Kerr. J. F. ) . Brit. J. C ancer. vol. 26. p. 239-257. 1 
9 7 2) o 

6W-C^0> 'f-iOc DNAi^'n-->^$tiTv>.2> (S:BB!b. Cell. vol. 
6 6. p. 2 2 3 - 2 4 3. 1 9 9 1 ) o c D N AO^iii^-f>, t: 

h F a s^jtJ^JiT^ y^3 1 9 5^^:*^'b't^mmSaMg6K-C^>oT 1 

^(Dmrnmnmu^^^-r^^ t mmLtzo f a s ^^lEoMnsB^ti, 

7^ 5 7?^*>&^'bltfiK^tLv;:^x'f >5$^tCst^^t5i^^LTv^^o 

9 . 3 %<75>f§|Wj1:4^^-ro 

(NGF: nerve growth factor) Oi&llfn'i^U'-bT";^' -^M5g:®^H 
(TNF: tumor necrosis factor) (D\yff^-l,zi^mibhtihX<^ 

NGF/TNFl^-fe>^i5'--7T ^ -^zmt ^nmMM^^^X'i)^ ^ tii^ 

ay K^>tLTv^;2>(^-eF a ^^jiWX^^^^'^^-') ify Yi3^-^^LX\^^h:i 
ti}^'^^§.-^KX\^^fzi)K 1 9 9 3^, ^mm.-\t±<^V)^-^^^ i-^yyV 
(DF z s')ifyV<D6^=S-hm^-^infz {^mh. Cell, vol.7 5, p. 1 1 
69-1 178, 1993) o ^^^X. v^T^^tU^'t h(7)F a s 'J iS> K<7) 
^J-^Tj^fSj^^^V-ytC J: »5 [5)^;?tif>: (:KB<b. Int. Immunol., vol.6 
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No. 10. p. 1 5 6 7- 1 5 7 4, 1 9 9 4)o 

m^^mh(D:$:mzxtn^. f a s u Kti 2 7 s^or ^ y^m-^-htc 

vol. 13 No. 8. p. 738-744, I 9 9 4) o tfz. nr?#'|4 
<DF a s')ify K:^^ti Fas J/tE =^*fflJ3a^® tC^^H" i^i^-r-y h 
T^'y->^7-^t:m^-t^^ti!)mh*^i~^i'~rK'^^ i&mh. J. Exp. 
Med. . vol . 1 7 9 , p . 8 7 3- 8 7 9, 1 9 9 4 ) o 

(CTL) tiji^&^mMM^i^ii. mi^mm.±(OF z s^m.^^LfzT^ 

CD 4lt'l4CTLC0«^lEUF a s 'J K^^'^S LTV^<& C .i:^sB^ib:6- 
tC^roTt i^mh. Proc. Natl. Acad. Sci. USA. vol. 9 1, No. 1 
1, p. 4930-4934, 199 4) o 

ib^^ir5toTV>S/&^ F a sJ/Ui-^F a s V K'S: i:*OT# h - v;^ 5:^^ 

t^Jx.{f. ee.^e.?5&^B^<^i^t^^^1" 1 p r (lymphoproUferation)^^ 

^~yjX% mC< ^^St^mBmf^M^^^-t S l d (general ized 
lymphoproliferative disease)^^?: ^>o-7'i7;^T-li. Fas K-?-c7) 
t<75tC'^^7i)?:j?HfiE-t-5>-^:*"*#^^^TV^^ (ftS^. Cell, vol.7 6, 
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p. 969-979, 199 4) o 
ttzM)5:(om^mm^h. F a s F a s 'J 

U if> KO^^^r^Siit. F a s Jrtl^^r^mL-rv^^ TifflflaiC F a s - 
F a s 'J*'> V(Di^m'^mi:i^Lfz7t'Y'-iy^^^\^^^-r^t^m^^ 
fix is 0 {tf :^7s^ y Y'O -j-f (Westerndrop, M. ) Nature, vol. 3 7 
5 . p . 4 9 7- 5 0 0, 1 9 9 5). H I VS^TM^Uli 

2.^(D^-mm-.^h^h^)i%Wih-t-^U<>X^^^ (/h*!^^> Proc. 
Natl. Acad. Sci. USA. vol. 87. p. 9620-9624, 199 
0) o ^fihmi^fJi>^'h-^h. F a s -F a s 'J K<7)^BE^^fflt: J: 

tL;2> h - vT.*^ A I D S t-:felt^ C D 4 |^14T«60m^O^ * 
:^Xac7)— i:3!»5^t^^tt^o ^ ^l". J/iF a sJ/L^ (J o - 2) 

(/hSEI^.'b. Nature, vol. 3 6 4, p. 8 0 6 - 8 0 9, 1 9 9 3 ) , 
;i-Xl4flf5^^T'tiF a s<75^3Ea7!)5fSi6ibtT-^-^ (Wb. Hepatology. vol. 
19, p. 1354-1359. 1994). mBM. 
-Cfc. ^#tti'Jx*7h-f>^ (SLE) ^ttliKIS'i'i''^^ (RA) T'(i 
F a s<7)|§^7&5fgie><b*T-4 t<7)$a^7!>-'^:$tlT:f3t9. ^nib^BliF a s tft 
lFJCiKtt:«i-^F a s Ki- io-C^l^^d^tT.TV^^O-Cti'Sr^.^Ti.^tii 

±3ZE<0=S'm<7)feh. F a s i:F a s 'J *"> K^T^^-^frWJ (PI*) t. 
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^%^L#l^^aJllL7^j(i^ilFaiIII¥^7^^3 0 3 4 9 2^)0 t/^. 
^ n--^;vtn:#fi. F a s i: F a s KO^g^J: f) < F a s 

KH^-^-r^^ ^^rttrjsi/^T'lF a s-F a s 'J:** 

«0||,ir;i,.t,||$ tv^d^tis^ S'^^'Srv^Ti^ ^aic^j. mx.if±$l-7^ ^ 

>) Oj^m7!i^tf^t>ny::^ij5&«^<l) (nr^'U:t (LoBugUo) Proc. 
Natl. Acad. Sci. USA. vol. 86. p. 4220-4224, 198 
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mz^^ir:hi><D-^^htnz.hfifzo 

>=£^^ill1-^:^^7i^ -^^y^- (Winter) h^Z I n^^tifz ^ y 
^-h. Nature, vol. 321. p. 522-525. 1986) o 

^yf^ V ^ (Bendig) Olfc^ (A Companion to Methods in 
Enzymology. vol. 8. p. 8 3 - 9 3, 1 9 9 5 ) ll^^i^ tlTV^^ J: 0 

=Sr{^itT'§/s:^?!]li^*!)T#-e^^o S "C- 1 < ^H^BJ^O F a s 

TV^;?) {•y'^J^jU (Manuel C. P.) Molecular Immunology, vol. 3 2 
<10). p. 761-772. 199 6) o ^<7)|^^{li3V^T. m^h\t. 
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TN F ^ i^^-Ti,) t mmiz^Mi^mm^m^L&^^m^j:i^^i:^m-r ^ 

RXfT N F a: T N F l^-t y ^ -<7)^gi:f^ffl^itlr#BB LttH^h. 7. 
F a s V ^> FO#fi#WO;tg5:<^ffl^Iit^iy^V'>;^F a s 'J Kfc 

b: F a s ify K5;ov--T{i. ±IS5:miO J: ^ ^r^t^E-j^Tclfat 
'^r)l'<Dm.^1,ttj: Fas'; Kmft#KOlSS'f^Ma5fi;5lt/F a s - 
Fas'; ify Vm<r>m'M.i'^mU^i)mhi}^^Z-^n.fzm\iti:^^o ^^<DZ<DX 
n tsim5i\^^^^X\t. F a s - F a s •; KO^SfiljRtDlC J; f)5li|ec 
'^fii>T^°V-'^7.^mm (^L<{iPl#) -r^:^^«?)ic{i, Fas';*'>K 

¥^ 7 ^ijf ilPMII 3 0 3 4 9 2^(0^miZ^tti^F a s >; Ktr#^ 
fi^Jli-RSI-^-ty ^^'0-•:^;^^^;^*:li. F a s hF a s >; **> h'tO^m&^K 

lt^-l. mijim±-^'t7 Tsft^iTur^) yx'$>^fzit>iz^ {mw.^<om 
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Fas'; if> ViZS^mm-^tL^l^. F a s t F a s Ki: 
^ \i h {z^^ o 

tfz. h OF a s i: F a s V T^'"^ V<Di^KWmmm^^h-^^^z^tir 
h-r. F a s - F a s '; F^I>^^<^^t--'J > i^^^B^a^itM^'S: ^:'t^f 
t?tLTv^35:v.^?t;|£lzi3v^-C{i. F a s - F a s U KO^Sfi^RiSl^ J: ^ 

Fas'; 7!f> y^y ^n-i-jvi/ii^tT < y^W:^i:mXLfzm^<^F a s 
'; K ('^MF as'; *'> K) :&i^<0.&tDti^^StL, ^^i;. t: h 
Fas'; KHS^<^^^^f ^l-^^^L, ±IE^1^U J: f? 
/c^lt^^'t: 1^ F a s '; ify h'^^i^±X' t'cDmr^'^^t ^^^^^U-f ^ ^ t 
uj: t), T^*h-v;^miJrS'&t'Kimt7^jF a s ';**> K±<7)^i^^l0*:)-C 

m 1 ii. NO K 2 j^c#:<7)fiii'5T^fiit<7)^^25.t>'T 5 ym.mn^7F-rmx' 

HI 2 N O K 2 ^#:<7)$£$lPl^llit<7)^mS.O'T < / ^Sa?iJ?r^1-St' 
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N0K2i]T:#c0|lDllil?S7'7X A K (b) irTjktmX'^^o 

1214 Ji. 7N0K2^#:'7)F a s V^'^ VlzMt^WM^EL I S A 
-ep-^ ^ ^-t H 4 o 

ElSti. N0K2tn:^. S G If/L^^^RC^li hM^bNO K 2 (RN0K2) 
fi^if^r^) XOnm^^^^ (RN0K2VHverl lSr/'RN0K2 
VH V e r 1 2) <7)T ^ /^@S?iJ=Sr^1-|IlT*^'?>o 

iH 6 i±. N O K 2 tm-. R E I ^fu^. t h Etl5^^5^i^n y U h u V L 
1 9 h u VL 3 iSU^RNOK2^5!g^^n7*'; XOmM^^mit 

(RN0K2VLverl, RNOK2VLver21, RN0K2 
VLver22, RNOK2VLver2 3 :5^r>'R N 0 K 2 V L v e r 2 
4) (DT ^ y^l^n^7FtMX'i>i>o 

mut. N0K2jn;^. REl^m. Vi h S^fe^&^^'n r 'J h u V L 
1 9^ h u VL 3 l^lt^'RNOK2^fe5!S^^rV >«7)|10Di'^f|J^ 

(RNO K 2 V L V e r 1 , R N 0 K 2 V L v e r 2 1 . RN0K2 
VLver22. RNOK2VLver2 3 5:U'RNOK2 VL v e r 2 
4) <7)T ^ /^K?iJ^^i-|l!r'$>^o 

I2I8{±. RN0K2^^^'n7'V x^m^pT'^^l^ (RN0K2 
VH V e r 1 1 JRCFR NO K 2 V H v e r 1 2) OitfE^$-'ftS!ii-'2) y::>6lC 

i^fflL/viT'T^-^-^&^fiMoRC 2 s^n^v^rv xDMm.'^^nmzT 
MBit. R^0K2ftMv^rvy<r>mm^^n^ (rnok2 

VHv e r 1 1 ^tU^ R N 0 K 2 V H v e r 1 2) (Dmm'f-^i'^n-r ^fztbiZ 
- - ; V' t T V > i> ^ ^ -f El T' ^) ^ o 
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mi on. RNOK 2^S^n7''; XD^B.'^^y^^ (RNOK 2 

VLv e r 1) (Dmi^l'^im'f i>f^^l>-^^^^-'^^ ^ '^''^'^^'^ 
N 0 K 2 ^'f$^SIlt; T - - -'V' L T ^ ?r mt* ^ o 

HI Hi. RNOK 2^fe?S&^D7''; XT^IIilnJ^^j^ (RNOK 2 
VLv e r 1) (7)it<Ei^=^<^Sit*7^^*5)l^'fSffl t/c^^ -r-T-*^^gl(7) 
N 0 K 2 J/Cf^^Sil {I T - - ^l' L T -S) =Sr ^ t HI -e a 

m 1 2 Ji, R N 0 K 2 ^?£5'-a > OliM^^IMM (R N 0 K 2 
VLver21, R N O K 2 V L v e r 2 2 , R NOK 2 V L v e r 2 3 5. 
t>*RN0K2 VL V e r 2 4) Oit^Si^^^^S^-r ^ /^i^t-l^ffl t^^-T^ ^ 

V - 75^ 1^ M N O K 2 J/L^^il t ' T - - ;w L r V - ^ ^i" HI o 
ai 3li. Rl^0K2^^^^''Of^}>mMmn^^ (RN0K2 

VLver2 1, RNOK2VLver22, RNOK2VLver23S. 
t/RN0K2 VL V e r 2 4) (7)itf^i^^<^S!i1-^ ^^^^fMs&ffl LTt^^ ^ 

V - 7&?^^c7) N 0 k 2 T - - -'v L -r «r^-t Hi-e^ ^ o 

01 4li. ^RN0K2^^S^>'a:^V ><7)F a s Kti^tt ^^.ft^r 

EL I s A-r-Pi^/c^^^^-t[ii-e*)^o 

@1 5li. ^RN0K2^?Si^nr'; ^S.tJ'v't^j^NO K 2 ^&?Si^*n-/V 
F a s >; KiiF a s i:>ft-LXB^^T:^' V -'y :^iz^^-t ^m\f^ 

mie\u Fas'; Kt^^mis^'J ^tt>'7 ? y ^es^y (t^) 
(D-^^tTjk-rmx^ho 7 ^ ym<r>^^i±^Bh(Dxmi i^mh. int. 

Immunology, vol. 6. p. 1567-1574. 1994) o 
.m 7ti. mM^^fz^^T-^-^^^ s K&t/^MF a s 'J K 
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HI 1 8 (i. ^m^-^^/c^^^-r-f as'; ify KjiCf^MF z^')ify K 
\znt^\%¥ a s ')ify Kfctf^ (NOK 1^#^) (^EiSi1^$rE L I S A-Cp 

Hi 9{i, ^^MF a s ')ify Y \zn-f ^ O YiiXilfRXf \l Y mit 
(Not Done) ?r^P^i""5)o 

1112 0 #^#F as'; Klcit1-^#N0KJ)Lj^Z5.U''l^ KMifc 
(Not Done) ^^S^-fi>o 

1112 1 Ji, Fas'; ify YT< y^JSe^Ot TNF a'BLXfl-^Y p<Dr ^ y 
Int. Inmunology. vol. 6. p. 1567-1574, 1994) IC^^^T 

v^>5>ii hF a s K^mn^itoT^ ymse^'j. -I^Sti-tT-*'; 

^^f'5ro;^jMlt<^T^ y^SSyj^ =|£S{iTNF a < y^Se^J (1 
TNF) . ^TIStiTNF /?<07< /mee^<J (ITNR) $:^-to 
EI 2 2 ti. Fas'; if> KHfift^Od *>«0^^3'^-±<^N0 K 1 tlL'ft^^^EM 

112 3I±. F a s >;**> KHS>*0d-t><7)i::S-^±0. N 0 K 2 

hMfbNo K 2m^mwcfhT^ y^^%^x'm-to FefeAeni5i5i-«ij 

in 2 4 li. Fas'; ify V^m:i$^<Dn-'b(0-'^=f-±<D. N O K 3 ^X^-f}^ 
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V h=Sr^-tia-C**o VH®j^(^T»!El3ftUn^*tTV>;2,^'^iai^ti IFOR 
m2 6»±, NOKZtnC^OVLmt 1 T E T^ru^^T) V Lfgi^OT 9 ^ 

TOT ^ y^O^ *>-C. F a s 'J KO^BtCiBTV^^ (^^^^c iTtl^lSfe 
^^^^#^) ^m^A^P-C^t-o ^NOKtJt'i^Sy^t: bS<kN0K2tn:^^ 

1112 9-3 1 li. Fa s ?5r:/ KHS-BtcT)^ •t>coz:^9'^ (-?-tL-rftSfe^ 

02 9-etiNOK ltft^C0fglM7 5 ym*^ E13 OTHNOK 2tnl^*:S.0^li 

gI3 2;fcJ:Uf!ll3 3 li. Fas V KHS'fii^t^isfct^NO K 2i5L>H^<0^ 
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z>u»i!^i^0K2m$^<D^nn.^^^i^ (cdr) -e*^o sssonok 

ms 4 ill! 2 9 — 3 1 tM^<oy7>T)\^rf-)\y7.ay^i7 Ve-Tf^i:^ 
¥^ 7 ^# t^M^ 3 0 3 4 9 2-^<7)|§^l::-^* tL;2> F a s V K^c!^^ 

9«j I- jRfDi" i-r^x^y ^u-i- )i^m^(Dn^ mmn^ m^'it-t ^tzibiz 

{i. Fa siiZH^mmiZ^B-t^^tiZX^F a stFa s 'J > K t <^^S 

-^m^j::^^tLX\t. mk\^'^^>9'-^(On.^ {^-O^-h. Nature, 
vol. 321, p. 522-525, 1986) tCl53^:^itTV^S i -9 il. it 

m-r^tzmzit. cDRmm^zxh\iLymit^^'^^t^fzii^ii^'S.>W:-^h'o 

tZo 

Nature, vol. 332. p. 323-327, 1988) 
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^^^urf^} yCBRm^(7)^i^^^^'''^^'^^^^^'^'^ (Chothia 
) h<r>^^ (-^3 vTfj, J. Mol. Biol. vol. 196. p. 901-917 
1 9 8 7) ^j:t'l<ZiS\^^X. CDR<7)iS^ (->>:K^ij±^^v^ii3t'f^^jt 

lI^#LTV^;2>-7lx-A7-i5' (FR) ^itcOT^/m (mT, FRT^^ 

c DR(DALi^mM<Dmw. m^^rmm<o'i^^^n<<~^^Lx^-^ f Rfi 

(Silicongraphics) ±-e^K)1-^^i^i^ItV 7 h ■^^n.TT'^^ 
QU ANTA/CHARMm^^V/MiMo d e 1 e r (v^-ftL^j-t a 
7 - . v = a.l^-v3>X (Molecular Simulations Inc.) ttUi) t'Tb^flJ 

^titx - IC^o'v^T . C D R coit^mit^mt^^^ LTV^^FRT^y^ 
Alr^FlJfflLT. CDRT^ /mi:E@^^^^iir«^^6*]H7K^^'^*)^vMi^ 

h'^LTv^;5>T<>/SS=^ii^-t^o CDRiit <>^-^^Si- 
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•fKliZifUM-t^ii^ii. h (Rabat) h(7)^m (v-i^ J^>7. • :t r • 

yn-T" -< >X • • ^ < a.y u V* ;V • > PJ^ h (Sequence of 
Proteins of Immunological Interest) fl4){g. /n'^'J > • ^^l'^ • 
(Public Health Service) . NIH, 7v>h>DC, 198 

±iS<?5 i ^ J; 0 > t h tt'T-inllEtt^rE^L^v^:*?, F a s U #>' 

K^;!HF^6tJ^3JS:JSL> F a s t F a s >; V tcD&M^KJZ^^nm m 

*7t. lihOFasi:Fas'J*'> (D^UKi'^mmmm h *^f' ^ ^TiJ 
h-f. F a s - F a s Klt^#;<75^f"; V ^^^^ts^HmitM^'f ^S? t^fi' 

t>KX^^tii^^W^V^^^^X\t. F a s - F a s U K<7)^a6«J>S:c&lC i 
?lifew$tL;5>T5^°h-v>^^miJ (^t<l±|51#) ■thizt>\Z\t^ Fas 

-e::-C% T^-Kh-v;^=^?PftlJ (^)L<{iiaS) -T^/ci^tcmil^rF a s 

35ro/co ;i:#6*JtCli. y^gl^^zfALT^jF a s 'J A*> K (^^F a s 
K) ^n<bl3*ti-^. ^^7^iJtfflt^3 0 3 4 

9 2-^TO#Hf5mo/N^ K--7T**)^N0K K N0K2. N0K3 
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#>*mt^NOKK N0K2, N O K 3 N 0 K 4 ^^^^'a yj 

ft#-^Ji. ^^FERM BP- 5 0 4 4,FERM BP- 5 0 4 5. 
FERM BF- 5 0 4 6. FERM B P - 5 0 4 7 -C^^o 4 :'^:> 

-r -6 ^ J: »9 . r h - v Wi^J^&'tt L F a s 'J > K± OiSi* 

^aa^E (r**h-v^) ^«l^1-*«BSa^®®6W-C*,^F a s^IEO';:** 

$tLTV>;&. :*:^^-Cti. j2:<Fas';:«'>K?r*t^t-rS*^ ^tt^bO^' 
T'^. ^l^. 5a*?Vi hS.tK-==2"i^^<^F a s >; K*^*^* L-V^o 't'Sr^-^. 
2|s:^g^{±, «ftL<li. lihFas^<7)>J:^f>KJtI/'7'>;^FasaM<0 

immm\^ii^^x. \^^y^r')y\ tim^v^-r^} yi&m=^-^^^^ 
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^ zTi^nyRV^ i-Je-^IIitit^E^^U^'f^ < U T K (myriad)^^^ 
(ab' ) 2. Fab' . Fab. Fv. ^IC/^M^^ F v'ft:^: t'lr^tf ^ ^ 

^^-:^;l/i^:#:^-|^coit^E^<7)PI^ (V) ^IW^-tis b5^# (C) Mit 
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■^xio^mi^ i^j.±'7)%B.(D\^ v^&i^^y) >nm<7)im-ri>u^tm 

(1) :t.y ^~^^-/)^\:LVX'i)^(DX^ \^V^^Si^(Oi^<DU^tX^ 

^mzif^s.i'^mLn^ li^^^-tiM^^ (CDC) tfz\mi^ 
m^^mmwrn- (adco cj:^. i.y)mmmj:mmmfi^<r>^m) o 

i^tjfL^jitr.^ii . ^mmmx^ h-^^Mmttz {t-^^ifjm^x^ 

^\z.m^^^m^^M'^^>:-^'^^^'^^^^ (Shaw. DR J. Immnol.. 
vol. 138. p. 4534-4538. 1987) o Mll^t^^g 

'4'W^J^<r>\L \'^\tfiJ^^^^'^') Fas'; Y\Z^^mzBJB-t h 

'^(7)-e^)n{»tcPl3£^tL^V^7!)«, F a s 'J F a s ^OiSfitjEJ^- 

^Pl^ (WJ) T-i^^t^-e*-?)- t7J)?J}#ir$f$ Lv^o ^^T'sd^Sfi^jR 
)^:>?rPl#i-*^^£^*a"^'J > tl±> Fas'; K^%?aLTV^;s,m*>^ 
v>{iPlvtMt ^jTofcF a s 'J K (J':iT. s F a s '; /clipl?tt4 
F a s '; ^> Ki:D^li-«-r^-'^'?'^*>^) *^F a s LT v^-5>^Baic$g^ 
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LT. Fas ^^l^LX\^-i>mi^ir^'V-i^7siZXy)Jtm^^^'y^'i->^ 

^^^z>mz. Fas tf^^-r^F & s '}ff> h'(D^^^mzHLfi^mm\>z 

m^L. Fa s Vify K;6^F a s ^iJg-^-C^ ^: < i ^ t^m^Mf^^^iS 
Crurv >Srfi1-o f '5^t>•t)^ F a s 'J F a s t(D^^&)KBi:^ 

m-f^^^^'^y) F a s V v^^m,Lx\^^^mm^ 

^\.HisF a s Kt^^F a s ?r^mLTv>a^ia?r?E^$-*^ ^ <b;6^-C 

§ jS: < J^r^c L7&»<). ^<^3#(7)^^^nr'; >{iF a s V K> F a s >: 

v^o Jr^fiUJiJi, F a s t I gG<7)Fc 2: ^r^-^^-^irf^^ ^ ^^i^ (l^T, 
F a s - I g h ^)V^^) ^f^WA-m^^^t-^^X'^ho -^^F a s - I g 
li> fef$:|*)«7)F a s V F a s t<Dm'kt)tmC^'^t}XF a s 'J 

> KIC^^I- ^Zti!)^X^^o L fzi)^-:^ F a s > h ^ iJ'* 

ny; ^t^^ F a s - I g^^ iii&iMi^XF a s U 

Fas tcom^'Srm.mt^^t-b^X^M. %m)y^}^Xli^1^\*^<D 

rn^oF as'; :^'y vi<zx^i'^m^^ti}izm.^t^^t:b^X'^:ho 
:^^m<D\^ h F a s viz!^mmizKj:E^ir^ ^ vmit^ik^^^r^} y 
tLx\t.mx.ii. w-^7^^mKn3 0 3 4 9 2^<o^mi>^^iti. xm 
mm^^n^x-mmm^mK 1995^3^2 0 Bu^it^^tTv^;?,^ 

it#-^FERM BP- 5 0 4 5 (^^>f y; K--^N 0 K 2 ) <tf)E^$tl 
^NOK 2}/C^^«t#i^tn:#:i: LTt Mi-fb L T^ct/t'f^, RN0K2 0 1 , 
RN0K 2 0 2:)^£;^RNOK2 0 3 f/L#^fr - ^ ^^^'-Ci (J^IT. 
N0K2i/L^^li hM<kL/zJ^^=^. hM'fkN0K2in;^^. HhM^b 
NOK 2^^g^D7''; y. RNOK 2tn:#*>^vM±RN0K 2^6.^i5'*ny; 
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Fas'; vizs^mmizBLmt vmit^^^^^-y^) > 

f nifiit II ^ tt PS5e ^ ^ <7)-r i± V ^ o 

(V) ^jtit<E^^ri^o-^>^i-«5>'^^g7{)«*^o 

Maniatis) . r^V^^^--^D-->^ (Molucular Cloning) J , 

t LT'^-S (D. M. Glover) IM " DNA Cloning 

vol. K IRL-fUT., 1 9 8 5) liJ: «) c DNA^^fi5:tV^|i^itiET- 
^ a - ^ > ^'-r :^&7!)^*> ^ o 

y (Sakano) Nature, vol. 2 8 6. p. 6 7 6, 1 9 8 0) ; v 7 
X (E. E. Max) J. Biol. Chem. vol. 256, p. 5116, 198 

^''} ^u-7.mMKB (PGR) ^mmLfz^^-^>i^'ii^t^xhz> 

(:e--7>TV (R. Oriandi) Proc. Natl. Acad. Sci. USA, vol. 
86, p. 3883. 1989) ; ll^-X (W. D. Huse) Science, 
vol. 2 4 6, p. 1 2 7 5, 1 9 8 9 ) o -^^ll-ft^^^^ «t ^ '2?:^'^ 
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^ 7 N 0 K 2 i/C<$;75^. itEt5c#&<3l^ F a s 'J K^i^C*g'^1-'2> - 

v^mz^ox^w.hm.mm~ m^-f i> mm^^^mmmiiL { c d r ) 

-^7^ >:5'-ibO:^-& ('^'f — Nature, vol. 3 2 1, p. 5 2 
2-525, 1986) (I J: 0 t: "T*'; >"BI^^lt<7)C D R t^Slfi 

M<l:NOK2i5T;^afSi^^^^SSiL#^o <hC5T% ■r't7;».^i£iJr*n 

Nature, vol. 3 3 2. p. 3 2 3 - 3 2 7, 1 9 8 8 ) ^, ifeSftiS^'a r 'J 

Mol.Biol. vol. 1 9 6. p. 9 0 1 - 9 1 7, 1 9 8 7 ) '^c t'tl^Bv^T. 

FRi:^v*^) mi^(D7<ym. ^T, F R T ^ /^i: ) <^ 

XM^^ifu-T') y(0^^mWr^^^\^X\^^h^ti)''7F.^^fi^FR^^^ 
<7)7^y^fc. CDR^^-^-C^lit^o ^^It^FRT^ y^^li. NOK 
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QUANTA/CHARMm^'&vMiMo d e 1 e r (v^-ftL'b-t^^^ 

T'-:J'/^'>^ (Brookhaven Protein Data Bank) (PDB) {Cgii^fLTv 

N0K2m#HllpT^IS^ (VH) S.r/L il^^llit (VL) 
Ti^l^v-PDB I D : 1 FOROVHi: PDB IDilTETOVL^H 

QUANT A/CH ARMm*)^v^{iM o d e 1 e r =£rfflv^T, -^^T^^fflfJi 

OT' 55: < <75ltfeco N 0 K 2 ^/C'f^^pl^flit ;^ ^ n v - O ab irL#:<^?i5->:^ 

yy h J^T QU ANT A/CH ARMm^^v^tiM o d e 1 e r tcPfi^ 

^7Cltitl3;fev^TH§IS.l>'LiI<7)C D R UtK^IS-^ F R^lt^OT 

^y^ll im-m) i:Mtt,L. ^i,z^fihl,Z7mf^'kLX\^^^FRm^^<0 

v^T. NOK 2ifQ#OH|ftJlt>'L§l<^CDRtC-J^^;^^'-:3>^^ h tTV^ 
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CO F R iz^m-r * T 5 / mti i/^ c^tj^ hmifti^o tzfi 

-fj--tfy^. NIH. 7v->'}'>'BC. 1 9 8 7) v a • -fe v 

^ — . 7 ^ — ■ yty- ^ / n V — • ^ yy —~y 3y (Nat ional 
Center for Biotechnology Information ! NCB I) -Cl^^^ tl/cif 
yyy^^TX'h^ryVV (Entrez) (^M) '5r^'-*^'b?lffltr§ t: h 

1. CDR2. CDR 3 7&^^>^@£^m«^aS?iJ#-^K 2. 3iCifi^nr:fe 
f^.miCDRK CDR2> C D R 3 :*^'^^ie^J^«7)g£?ijl:-t 4 . 5. 6 
me^tLTV^;i>o 'S::^. 2^%0>§Jli3lt^FRi:CDRO|Effiom^li^T. 
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^iJ#-^7 :IIISMRC n^^'^-r-f r • •t>:J'- (MRC Collaborative 
Center (D^yr^ ^ ^ 1f ± •? ^fitzi^vj) -^^ml" o o N O K 2 ift 
-f*:*?) V L Tilt (gSI^^^J*) CO C D R ii . ;^ ti T v ^ > « II 

C0FRfSit^J#oVL^l^-e*^RE I (/n'-A (W. Palm) <b> Physiol. 
Chem.. vol. 3 5 6. pl 6 7. 1 9 7 5) . RlfJE^A^^ hMmik^) 

VL^it (huVL-1 9 :@e^tJ#^8JlU'^huVL-3 1 : @£5?iJ#-^ 9 ) 

^ifur')ych^RC2 (JtfU^m^i^wog 4/2 o 6 a 2-^^ 

PGR ^^sfc^^f^^^Ci: ^^-C^T '5:^^1-6 o -^llx-lf^ t 

^l:N0K2f)t^OHiIB:l/LlI^::'- Kf ^itf^?-i±, <7>m<;^'g-t>-ti: 
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. _ >_M.-n>.*>.*. .J. rtitStiA^ir-'i-)- -r !>»■•>/. — /, )-) -r"Bft'l+7S:tfe 

If. ^iJ' h-T.yn^-jJ'-m. b'J-/h-7T> (t r p) yo^-^- 
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fz-n'^ (ZuPutlitz. J. Bio/Technology, vol. 8. p. 6 5 1-6 5 
4 , 1 9 9 0) t-?*£oT. tm^cy^^x.y m y v ^ - r ^ -w^- v ^ ^ - 

-lr;V7^>. He 1 a^fflflS. t:f.t L < \t < ^ >^tfz\±mn 

- S. ^ y n -fe v V > ^mn^^n X tf 'J V - ^g-^iaiii, R N A 
tfo tv^^m*«mSS^'J«i^ ^^gi^ny';>itf£i^. SV4 0. Tf-V-^; 

(Hil: Cr l. Lil: C/c) > -9-^ h ^ ^ 
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ij-t LX(Di&m^ (Hil : n e or, Lll ! d h f r) ^r'g-tf^m^^' 
ft^k^^rv yamt L<. 9 8 - 9 9%^)^v.Mi-e-*iJ^l±<^i^K'l47!>^ii?^ 

/m 1 im^mm) iix±.(7)mmx-^mi±F a s 'j kt&^f a s^iamic 

-r;5.it^^-C#^o C:^T% Tt'Y-'y'J^mWtii. F a s V > K ^it 
fE^3i:ALfcmcDlg#±Mi: i^P^^ti-?, pT?t14F a s V ify K^J^"7^ 

9 6 •^7-x;uyi/- h4>-e 1 0 0 1 <^RiA>^x-CR)^:>^-^> 



wo 98/10070 




PCT/JP97/02983 



\^ hmitft.^^^r') y-^K mifiRN0K2 ok RNOK202Ziy' 
RN0K2 0 3 C7)\/>-rtl/6--e^*^l'^s F a s U K^itf^^^A Lfc^ 

'?-<7>^IR?^2 5 ^ 1 ^fflv^ Fas 'Sritfg^SXLT^J^fla (Fas/ 

WR 1 9 L) ^^-yy hMMt L. ^0Bac^^7jis2 X 1 0 5 c e i i s/ 

n-T'; >0'f^iiiH:fov^T{i, pj-'; v-t-;^<7)i^t h^-f^ei^'DT"'; yiztt^x-k 

F a s - I g^^^^^i: ^ i,^\^-tmK.^o ^^m<7)\^ VMit 

3 0 3 4 9 2^'\>Z$^M.^tlfzt^^. 0.0 1 ~ 8 g/m 1 <D^i$-i^l^ 

im^mm.) i^isv^-r. w\i^m<^F a s - 1 g^p< 7^^icjt-<T. i^v^r 

±<7)^^i:n^:^^m<D\i hmitltl^^^y) 0. 0 1 - 8/. g/ 
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^>h=^^.ib^L. :B:#e<}lcJi, F (ab' ) 2. Fab' . Fab. Fv. 

;RU^M^AF vfl^^rh'^r^lf^Cliid-'T-^^o F (ab' ) 27^ 

^^*jg:iSlr^^-t-:i ^3!>^*^T*i;5>o Fab' ^^i^'^VMi. F 
(ab' ) 2 7-7^^0 ^^2-p';^;^;y^^^'>'->'^^^^<^ii^^'C'3l7Ct 
3- Kg^®^-CT;v^;Wki-^i:. mm(r>V7.)\y-7 ^ K^-g- (S- 

Fab77^^^>h (tfL/E^S-^l^^ 7 > b (antigen-binding 
fragment) ) (i. I g G i:^-^^^^ >m^tt ^ ^ t l,Z I ^^htl^y v ^' ^ > 
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OF a b h im<r>F c (#SB^B?i^filc7 7^^^ > V (crystal lizable fragment 

) ) i^^-r^o Fab7v^*>>M±^ um(7^n^Mm(Dify^^K^m-t 

dy^^>^>h (VH > + CH 1 ^ >) ^: LlI^^'vT. ;i/7 ^ 
K^^L/c^^S^4 5. 0 0 OOV^iJ'*^ yVX'^i>o F a b7v^p<> 

fvh(DV>Y\ 9 - ^'^Uh^'iLhX'^ VL-'; ^Vi<D%^%: 

:^-t-^-fii<7)J/C^fSt47^^*> > h^M^$^^-ti;<t 

;|>o I gG. Fab27ttiF (ab' ) 2T't±. VHiiLHli. S-S^^ 

Hi «)|g'^L-rv^;5,7&^ mmx-F v'f*:7^i^-^ > h-ei±. VHi:LHi:<?>F^ 

scFv (-:$:|MFv) i: '{>C^{^ttTv^>&o M^X-Fv-f^li. 
{f. 7 >-r '-i^'-r-f -X, r • 7 b 'J - • "^-^T;!/ (Antibodies. A. 
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Uboratory Manual) , h'T^Z^^) ■ h 'J 19 

8SiZtm^tiX\^-io -IScm^ii^ SPDP (7r;uvvTS!») ^<D2m 

tK, Jii®?^. ^} >m.^^m^m^myi^ (pbs) . o. 4%^s:fe^ 
^ft. ^mm^mmtLxm^^fi^o 

'^^F as'; V'kmm-r^z ti,zx^. j/cf a s v *•> m-f^Ti^^^t 

;&Fa s ';**>K±<^^«IS!i^l^^I^5Et'5-i:7!>-*t:-§^o ^^mxi±. ¥^ 
7#J}$l1=gI^3 0 3 4 9 2-t(Cfa^co. NOK 2^^^£irny'; > (N0K2 
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F a s V K<7)NJii ^ 2 0 7#gOL eu-i^h 2 2 0#S<7)G 1 ntX' 

Int. Immunology, vol. 6, pl567-1574, 1994) iZ^^n ) <^ 

1 4T< ymi:^ts4 5T^ y®^O^itt::T^ (A 1 aJ^^t-cOT 
^ /SeiiA I ai;g^t> x^A 1 aOS|5fe{lG 1 y Km^Lfz) i-^Wr 
■r^^XLfz. 4 55fl^<7)^^F a s U :ff> K^fP$^L/^o ^1^, c:tLib<7) 

a s ^^' ^ Kiio v^T^ xlBuii/lli'pGlxCv F a s — F a s v >?/*>■ K^O 
ffi5:fPffl=^^LTjec: ^ST^K h - v;^H^^|- L-t:i^v>^M®'tt^^#o^F a s 
'Jifynfii^ (NOKlJn:^. N0K2^/i;#:, NOKS^/l^. N0K4t/L^ 

m(7)}:z hmitiiOK2^mt(7)i^'^^i:m^fzo 

^(Om^. ±m<D1^0Kijii^Rrf\^ym^\:N0K2in.mi. Fas';:^*> 
K<7)^ 1 9 8#gOA r g;Ji>'bll2 3 8^g<75Me t ^ -C(7)^l^{i^t n>6 

7< y^ie^ijiii2;<|g^Lrv^^^t7&5^?n7t:o nokk nok 

2 S.?/N O K 4 i^L^t^ L T t±. ^f&^-f^ Vi:m^^fzmMmi^<r>-7 -y \d y 
f(T>m^ii-h\^. F a s U K<^±ia^it4^^::N0K K N0K2JIO' 
N 0 K 4 ^/L#<^fcL/iEfSt • ig-g-lcSH'Sr^StiJ'^ft-f ^ 7 ^ ^ itTV^ 
^ Zti)^^it>xm^^tifZo 

fz^y ^u-i-)\y^i^Xhi> (¥^7¥#MII3 0 3 4 9 2-^OB^^#. 
N O K 2 tn.mi. F a s - F a s V ^'^ Kt^^^gS-flPffl ^^rLT F a s 

m. 7 i^ii^ 3 0 3 4 9 2 ^(ommm. ^m(r>nmti:mm. -m-m i ^tr/ 
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^iih^<m^(D',mmm'mm'-. ^^E^oi ^ {:^ Fas'; *-> v(om 

1 9 8§gt^A r g7{i-ibll2 3 S^g'^Me t i -C<^7 5 ^ mSe^'J-CffM^ 
h LTf»LTv^-2, h^Si^-r^SC: t75-'t:#^o mwtixlf, ±f£<7)Tlltti 
IfiflltliF a s K7!i^T5^°h-v7.ij|iirStil:l&fi-t--2,7t:i6{img^fI 

F a s 'J ?5r> K^^-5:##3g^r*;vt;3i)SttiJf> ±iBOi^v^T5K b - v;^ 

Fa s')ify K^^^ y-^-tTj^-TU 7";!/ y ^^-y> ■ T'ox 

'f > • T■•-:$'/^'>^ (Brookhaven Protein Data Bank) (P DB) 
nrv^^. F a s V K{3;fg|WHt7!)>•^^v^TNF « (PDB ID: 1 
TNF) S.LKTNF/? (PDB ID: ITNR) <OX^m^B\%^T'~ 9 ^ 
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mmi^. ^=}-tSitfyy Y^y.7X'^i>Uo d e 1 e r (^^^^7 - • v 
<^1.>-->3>X (Molecular Simulations) nU) ^rffl^^ ^(DmU^ 
^tcS&oT^f'S:^ -t*^-C'i^o F a s 'J :^f> KHS^^ T-;Hi5^i^l£Itv 
7 h'^;iT-e^;5>QUANTA/CHARMm (^^^^7- • v<^W- 
->3>X (Molecular Simulations) ttiSi) ?rfflv^T. T N F « H:t<^-C 
^;&PDB ID : ITNFOir.i^-m^t-. ttl5E(OFas';**>'K^y7- 

:$:|§^-eii, ^^m\yy ^ '^70^7^ LTMo d e 1 e rS.-y^' 
QUANTA/CHARMm m\z^l^^^y- ■ ^l^-va ( 
Molecular Simulations) ttSi) ^fflv^fz*^ >e-nicPI^^ tl^ ^ OTii^fc 

KiiL-CTNF a5.t;^^^fflv>7t7!)^ TNF7r 5 ^) -X'^iX\iZ(DTl^¥ 

Fas'; ^> y^^mm^^t^xwxthmt^F z s >; K2^i^n 
6 ^bittJ^ fMi^t% ^(ojt^ am^-r ^ ^« J: o r t ^ 
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^^^!^^> mflCt:. 1 2 8^-'>\ 1 9 9 5^) ■^-h^9 0 
>:rxhn-A (^sL-^)yf (Tulip W. R. ) h, J. Mol. Biol., vol. 
227, p. 122-148, 1992) tmt>ilX\^^i>o Fas 'J*'> 

j^BIM^^i: LT^^F^-t^-t565T'§;5>o ^"btc. F a s V K-^ 

^ a: J: !5 . F a s V KHfi^?r?f^^i--?> ^tt^ 

Bmm^^. ^^m}^. 1 2 8-?-->\ 1 9 9 5^) o 

t^^oT, :$:^B^IC J; BJib75-li4'o7^jF a s iSy KZi-f^^i^T^r h - 

-mk±.^z^£^^3^.A (XA. YA, ZA) B (XB. YB, ZB) C 
(XC, YC. ZC) -em^^n^^®^ LT^^1-^Ct:*^T'§^o 
Fas'; 7!f:/ V^^ii^^r)^i)^h%hflh^^Xi^(r>U%.T^ y^(DW.=}-W^. 
r- ^ ^ :^(Oi^\z^X\ttbii\i. F a s 'J r^'V Y^Wi$-'^r)i'K^^thiX 

> K^^<09 *>cO— :^0 2 0 0#G 1 n. 'flfe:^OF a s 'J K^^±c7) 2 
0 3#A s n. 2 2 0#G 1 nii^mJhflho :LiXh<D^T ^ /m.<7)aU<D 

(Ca) m'^(7)mm<o^^-tizj;i^xm.^^ti^wii. ^tjii^^owMr 
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(Cutoff) <i-CfeS$tj4. l^J-^^''^ hn-A^Sti^jeftlcm^^tL 
KHi#:±<7) T h - V 7> ?S'l4?PtlJ IC L T v> ^^t^ t T ^ T ^ 

^^7. h n-Ac75P3t|ii32&<7>F a s V K=»'(J^^x;^±<75#i7L#^cofSII!iT 

V\<T^^\'^F a s 'J*'> KHm^±<7)^N0Kj/C^*;;S.y'"t: fM^fcNO K 2 
<^^l^fIi^T < J ^tS-'^T /<- ^ ;h.T ^ ;i i: 75^0>g "b t o y::o - <7) i 
tJi, ^i5v^7^°h-v^miJ^!^'l4^^-^^Fa s'Jj^'^m^TJ^ 

HU^^ F as'; iSy KHfl:#^<7)T ^ y ^t:^>^^^^^ trtF a s V K^/l# 
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Fas V**> m^iOCDRfli^T^ym^ffiS^^ffl^tl^T^ / ^ti. ^ 
coRl^It^^oTF a s 'J iSv KHl:^^i±t;Sitl T ^ JW^h^X^ 

^®^l=^^oF a s 'j*'^ KHS^O^ffiT^ y^i: L TSiR-f ^ 
tLv^o -etTJM* Lv>T5 LT. ^-^-9 ZlocT) F a s K^i^<^ 

1 5 3l=S e r> 166#Tyr. 168#Ile. 1 
9 8#Arg, 199#Gly-. 2001^01 n. 237l=Gln. 238 
H^Me t. 2 4 11=Arg. 2 4 2#Serv 2 6 9#Phe, 2 7 0# 
Glu. 2 7 1#Glu. 2 7 2#S e r <7)#T^ yg^. 'ftfe:^<DF a s >; 
> K55'^-«^ 1 5 7#S e r . 158#Met. 159#Pro. 161# 
Glu. 178#Lys. 179#Gly. 203#Asn. 204# 
Asn. 2 0 5#Leu. 2 0 6#Pro. 2 0 8#Ser, 2 1 0# 
Lys> 212#Tyr. 214#Arg. 218#Tyr. 219# 
Pro. 2 2 0#Gln, 221#Asp. 2 2 2#Leu. 2 2 3# 
VaU 2 2 8#Lys. 2 3 0#Met. 2 3 2#Tyr. 2 5 6# 
His. 258l=Tyr> 260#Asn. 262#Ser. 263# 
Glu. 2 6 4#Leu, 2 6 5 # S e r 0#T ^ / ^?r^tf S C ^ 
*o fiP*>. Fas'; iSy KHfi:#±<0C:tt<^C0^11tl*^*tL*T5 y^t^fg 

^^m<DT^°Y-^y7^nmfi'ii^^^i'^^^Stlt. Fa s KiC# 
^6t)t^)^E>T^ t M2'fb^5t^*orv >}cj!iPx.T. Mx&OF a s V :^r> K± 
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^ ^ _ F a s U > K±OT h - V ^ mOfSltUa^'^jr ^ 

> . fgJt -5. vMi <o T 5 y *t1- ^ ^ till n ;^ ^"J - - y ^'i" ^ 

mv^<Dt^ < . m.^(r>m%r^ i . F a s t F a s V K<^^S6<3S:it'*^ 
AIDS. -tM^^Sl-i^lt-S^m^gi^i^tc:' (GVHD) > SiJJeST^^s. 

(SLE. RA) ^j:i:*0^«^'i^,fJ;r^iIL-Cv^;5>Ci:7!>^-B^'b*-U 
$tL;6tt3-c. Fas Ktl^^fi^Jl^RCt-tl^^Sfi^jRfL'^rmiJt:-^^?^ 
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:$:^»JlciEmi-'&NOKf/L^li^ ^fiK 7 ^i|f Sl^il^ 3 0 3 4 9 2^<D^ 

t-f. Fas'; K^^?lt-Cv^>&H h^7-Tm:i-ib'^;St^ i I9P 
llitfsic DNA^ilS^;^ SBBf><7)$R^ (gBB'b. Cell. vol. 7 5, p. 
1169-1178. 1993) H^o'v^T^^SiiLfviT'^ ^' -r- ^fflv^T 
P CR ^^f Jfirv^ H h F a s »; KSfS^^^iilS Lt^Io ±iipl$ ^x/^itfS^- 
BCMGSNeo (aUJ- ^I^E^SlJ^tii^^^•X^/^> Kr . ^± 
t±, p. 297-29 9, 1992) l^JilSLTF a s 'J :^>' K^?l>^7;^ 
5 K^M^Ui^tL^^o dO^ilT'TX^ K^r. #-^OD E A E - t'^:^ h 7 :^ 
•auj: CO STO (ATCC CRL 1 6 5 0) U^ALTF &s')if> 

MPL 1 p r/l p r vt^XOMI^I^tc 1 iS^Pitr 3 E^feilS M^^^ 

^-'j n-;w=^fflv^^'^?iiC j: i). T-i^T-fi^^.?) 8 -T-f r^T^✓i^MflaT' 
^'&P3X63Ag8. 653 (ATCC CRL1580) tmmM^^ 
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^ ij _ - Fas'; KtcJ|f^6<JlC;g:jS-r^* ^ 

N0K2 '^gi^i-^&^wru K--^ (xl^^^^i^l^±^x^xm^^^l?^3^Bffu 

^f£^n.TV^.&$itlr-^FERM BP- 5 0 4 5(7>/^-<•r'; K-vNOK 
2) ^t#/Co 

IWjmu LT. N O K 1 > N O K 3 S-O^'N O K 4 J/L>f*:*-#?^i= 

mmm i 

(^^^N0K2^# (CN0K2) 
1-1) N0K2^i^-^^m^^ii:'F<^^m 

i^<7)RNAjam^^'f vvj^^ (isoGEN) ^itrntx-k 

NOK2tA:#:=^M^t^^^^-7*'; K-v{i. X^I^I^^^X^XHiJ^lTW 
^miZ^st^tiXy^^^FERM BP- 5 0 4 5 tcl^ C '(><7)-C*>^o .^l^^ 
JfttliL7t:^RNA7&-'b;^h7Xv-> (STRATAGENE) MO.-KU 

(A) i^-r >yi^mRNAT-f Vl^-va > (POLY (A) QUIK 
mRNA ISOLATION) ^rfflv^T^ y -t > v^r- 

RNA (mRNA) ^Piit/>:o ^m^i^ ^ ^ i-^^M<Dfn Y - Mz^^-o 
fZo ^v^T. COmRNA^ilMt^7T;l/-7vT • /^M:3■T'y ( 
Pharmasia Biotech) t±i;t<7)f|-m c D N A-^^ (First Strand cDNA 
Synthesis) (^d^d^S) =Srfflv^T 1 2ti^fl<^ c D N A ^-^^ L/Co "/^ 

^■7-U^yh\,zmH(r>7i-'}^ (dT) ^7 ^'-^-^rjs^fflt. :^"aJiv3^#C0 
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^ ■ ^iVT. ' "^-My^. NIH. 7v>h>DC. 1 9 8 7) ^r^ULT-^ 

MH J 12 4 : @e?!j#-^i i ; @§i/mkl 2. 4 y^-rv- : 

2. MK J 1 2 4-/^'f-^- :Be?'J#-^i 3) ^fflv^r^-'J^ 

(PCR) =^=ff'fco7^Zo VlMl^T'y^-v-i: JflitT-^-f 
-7-{;ii#>%-H i n d I I I iiB amH I-9--f h tS^^JDO? tiTv^;6o 
P CR{i^^*-^> • ^^l'-^- (PERKIN ELMER) ttiS<7)^y f ^ 
^tfflL. tiTV^;2>yn h r7-;UUti£or=Jf o/co P C R 

94^1^, 6 01C255'> 7 2'C2^T-3 S-t-f ^^l-^f'ioT^Jo PCRf^, 
t#<^>a7^cDN AifM-^r'f >tf ^ n V jr. > (Invitrogen) ttS^cOpCRI 

1-2) ^'t7;^NOK2 V fIititf5^<7)^^BB^iJ 

Dye Primer Cycle Sequencing) \ (^dd^) ^fflV^T v-'^ 
^tfSrV^ t#t,tt/cElSMt?^^- ^->-'5^>"«^•^-7'7'7'f LTp CR I I 

NOK 2in;#omiI'7>^^lllt (VH) ^.tmil^^^^it (VL) 

wm^m\Wm2K7r^-f (VH : SS^J#f-i 4. vl :MB^iJ#-^i 5) o 
^/j, -?-c7);|^mJ^^@S?'j5i'^'b#^*i^T5 ^^B£5^|J (VH :@2?iJ#^l 6. 
VL :SS^y§-^l 7) Uov^T^j^-ttria 1 ;S.l>'E12 U^1-o N0K2tn:#: 
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'^'^^ti:i^--fy^)-T^y^y^--^ (orf) ^t<>x\^^z>^tt^m2-. 

1-3) ^^7N0K2f/u^*:^^itfEi^ (CNOK2H.CNOK2L) (D 
mfi|$n/cNOK2i)T:#Vf|ltitfE^*-*2f:^l^tn:F a s KfSrti^m 

^J'-p C AG - /c;S.U'^P CAG-y 1 ^^mx^fzo 

pCAG-K(i. i}trafi^<Z^r^1W0 9 4/2 0 6 3 2 -^^f&tCfSm^ tiT 
v> ^ n h M^biJiH I V 4^#D^ / n - :h ;i'Jn;flJT'2b'& R C 2 5 (7). lillflit 

II^-^IMJ^iifsi^- U T x ^ U - -> 3 p S V 2 - d h f r 7°^ X 

^ K (Lee, F. Nature, vol. 294, p. 228-232. 1981) 
Ha5t5-r^^=K*ffl!a^t'<^7S^^v-:^7-h \^X<0& h f rit^S^-t S V4 0 
yn*-^-i:7Ki; Tr'^l^-va >M> :S.WP*^¥3- 1 6 8 0 8 7 (?) 

^^iciam<^p cAGy^;^^ Y\z.^%-r^wMmm.^x'(omK-^~iy-t 

LT^OAmpritfE^ii-^-'f (CMV) <7)Ji >/^ >-^- h 




-•»f-r h<^T»!tC(iH i n d I I I ■»f'f k: 
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y^^ifu-r')> K Ii^'^^itiif5^<^±^t£ {i B a m H I ^ h :*^'f**n ^ 

pCAG-y nix XU. (MBh. Hum. Antibod. Hybridoraas, vol. 
2, P124-134. 1991) HlBmc7)H CMV- VH 0 . 5 - / 1 

-W-v 3 >gBfji. #|fW2 - 5 8 9 OO^IRi^faifcc^P A d. RE. 
n e o 3. Y\z^^'fhM^mfk'^X-(r>'-mi'^'-i3-}i LX<Dn e o r 

itfSi^ t S V 4 0 T'o ^ - - i: »; T T-*- - '> 3 >SI5fi, S.t/#Ffr1¥ 3 
- 1 6 8 0 8 1 <r><timi\^%'^M.(r>pChG'fy7s\ Y\Z}M^-t^WMmm.^X- 
(Dm.m.'7-iJ-t\^X(Dkm^zmi.^t^^ V^if^^y^)^:^ (CMV) 

J: f)ii#SL7t<>t7)-e$>^o Sit. 9-^y7.^Y<D^^^ fi 

H i n d I I I-'t'T Yi)^. ^ h^^i^^^) >y 1 Jc'^^i^ilfE^'^i^t- 
tiB amH I'^-f htmm-^fir^^io 

1 - 2 ) Jl mem L J: ^ 11 L r L />: N 0 K 2 V ^ititfEi^ 
fmmu i nd I I IhBamHI (v^-fti^^MitttM : J-IlT, #lil&fO 

(VH) KffM-S.O'giK^W'^^i^ (VL) g)fH-?r#>5r pCAG-7 
pCAG-«:0 H i n d I I I -B amH 1-^4 hlZ^S.^^A.fz 
CNOK 2 ¥LRlfC¥iOK2 L ; US) o 
1-4) ^^7N0K2^# (CN0K2) 
^p'7N0K2tn;# (CN0K2) iM^-T ^m^t^mmm^i^fUir 
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fliS^T^y^;^^ KDNA CNOK2HhCNOK2 L=Sr^r=T (Gibco 
BRL) ^±$!i<75L i p 0 f e c t ACE 'Jrffl v^^:^^^: 

CHO-DG4 4^fla (•^i'fv^ (Chasin. L. A.) Somatic Cell. 
Mol. Genet., vol. 12, p. 555-566, 1 9 8 6 ) l^jiA Lt^^o :^ 
mi. M^miZiiL i p o f e c t AC ECv^#<7)-/n N3-;mt^&o/Co 

\ikTmmj^m^i>t. t-r. ^tvji> cqiagen) tt$ii<7)^-7 bx-p 

mttzM-fyT.. 3 KDNA 1 // g-f-^^tUPIl^^P V u I •e^t^t'fbL. 
L i PC f e c t ACEh<^)rI-g-t>{^LTCH0-DG4 4«H^AL. 
lmMC0G4 1 8 i^y^ BRLtiS^) \ 0 %<7)iSW^4^flMBlfam 
(^'rn BRLttSi) ^^tf J? V^t-^ K##^a -MEM^^ (^rn 
BRL^±$!i) -e. 3 7*C. 5%C0 2^^1^TT-2iglW^«L7^^o ^O^^^t^ 
T-eiim-t^«fi. CNOK2H;iStaXNOK2 LT^^X? KDNAT* 

^^t. i(£5IL. 7 5 cm2<7)^S777>r7 (r3-->^- (CORNI NG) 
ttM) h tCitL/^B#-^,"C% 20mlOASF^Afe (^°p 

^) i.^<Dm^^^^±m ^m^^^. stt:, 5%co2<7)^f4^T-e7 0 

1-5) ^^±?t(7)aii^l>''^<^^i-^*^'^CN0K2tn:#O^l: 

milXtTtiA S F^#±Y*^7^ :3> (Amicon) ^±^(r>^y Y y - \ 
0 (Centricon- 1 0) ^rfflv^T 1 0 t 

T^^o c<7)ML/::±ft4^t::'i-tti^^^ 7}/L#<7)g^ E L I S AHi 
L7::o#L<li> t-f^>^-.?<vK (InterMed) tt^O 9 6 
vV-7° (Maxisorp) yi^- h (^p°nife) 2 ;/ g /m 1 OztJ^cO-V^ 
tat ^ I gG (F c) t/L#^ y^^^ (Cappel) ttSSi) 5 0 1 /'^^jl 
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;WT*^tJDt7t:o 4'CT*-Bfe^>':^^^-v3>'L7t:mx 0.0 5% 

Twe e n 2 O-^-^tO. 0 IM P B S "C 3 lUi^fe^ Lt^o ^v^T. 1%BSA 

^^PB S 1 0 0 ^ 1 y^sc)VX'muL. 3 7*C-C3B#W-f 

V3 yLfZo nV^. 0.05%Tween20^^0.01M PBS "C 30 

1 ^K'f >^i^-v 3 :^ LfZo ^(D^k. 0.0 5 %Tw e e n 2 O-^^O. 

0 1 M P B S 3 L. ->X^Xi^<7)HR P 7 ^^W^k h I g - C « J/l 
^ (Hf jf - > . /-c^f f- ^ n V - • T V vi- b (Southern 
Biotechnology Associate) ttSi) 1 %B S A-^^P B ST' 5 0 0 O^t^ 
^^Lfzi>(D^ 5 0 I y^^Jl^X-miJllLfZo 3 T'C-cmW^ 

->3>L/:f^. 0. 0 5%Twe e n 2 0#^0. 0 IM P B S T' 5 

L7t:o mmz^'^mnm^ (O.SmM TMBZ+iS^ftTK^) =^5 0;. 1 
/'>.x;UT'v^j!jDL. mM^j:^^-f}mhtifztz:bX\ 0.3N 5 0 ;/ 

1 /'>a.;i/T-7»LTRflr>$rfrih^-t^. -?-<7)f^-7^ □ yu- h V-^J^- 
C^l^^o.^- • t-'/nM vX (Molecular Devices) ttl^) •C-^S4 5 0 

nmizial.'f;hm.itBi^m^LtZo mU(D:^1^X% mB.t^WL^<omr$.\^ h 
I eGt:m^^X^f^^imt. ^iM:i> tiZRl^0K2<Dmm^n&,L 
fzo mm\^V I gGtLX\t. ^^9liOK2mi^tWlCF cRVC k 

9 4/2 0 6 3 (DmWLSh mm9 S%iiL±) Srfflv^Tto 

1 - 6 ) ^^I^F a s V if> V^^(7)mm 
Fas'; KitfE^iOm6|;&>ib F a s U :<7"> K%?gmfO{^m;5lt/qr^ 

-ftF a s v^^(omnir'(D:^mt. w-^7^^p^mm3 03492 
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J: l^fftthLTtimRNA^r^ ticc DNA$rPS;iL7to -Xl^. ^mh(D-Xm 
i^mh. Int. Immunol., vol. 6. No. 10, p. 1567-157 
4, 1 9 9 4) \zmWL<0-fy ^-7- (5' iiy^-Yv-miX h o I•^^-r 

3' illjT'^-f T-UliN o t I-^f-f h:6%J!jn^tlTV^S) ^fflv^T. :$fe 
<7)c DNA$rilMi::PCR^=ff -g-tT^liiligMtli: LTOH h F a s 

N o t I -if-r >-e, ^^^iJ' rJ'-BCMG S N e 0 (.irll]-. itfS^X^^^ 
>Kr>y^, ^±t±. p. 297-299, 1 9 9 2 ) H*i^ii^T' 1:1 h 
F a s 'J y^m^yy^ ^ K (li h F a s 'J :^*> K-BCMG SN e o) 

(^||^g^M/NM;f-7^^T;i'V';-X4. « 
f5iF-#A^^ilM^^. ^±tt, p. 1 6 - 2 2. 1 9 9 4) t:i:()COS 
^fla (ATCC CRL 1.6 5 0) iZ^ALXF z s K#&51C0S^ 
aa^^l/Co C<^)Fa s ';:^>KI&ilCOSm=Srl 0%FCS- 

7 i^jjf f^m^ 3 0 3 4 9 2^mmWizMZm<r>fn.F a s >; KfcL^-Ci) 
;2>N0K liJt^*: ($lt#-^FERM BP- 5 0 4 4 "CmS^^ tL^/N-^ r V 
J:o-cm±^tL;2,^/Q'f*^) ^ffiv^TT7^--r'f fflML/z?^. 0.4 
5 fim<Dy ^ )\^^-X'm.^^ML. c:tL^BTv#14F a s 'J K^?-t L 
fzo Fa s';;y'>K75-'^ili$fLTV^I.^tii, S D S - P A G E U «!: . * 

— <^/N'> w^tm^^tLTti t -estfgLfjo Fas'; Vf^mmt. v^S2 

8 0 nmll:felt^n^3fcS^&t'-^^t7'^o 

1 - 7 ) C N O K 2 ijLi^(D-pS'm^F a s V F-^^^JS^ItOSliS 
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pl^'ftF a s ')ify YtiKyi. y I gG^rffiv^TtEL I SA'SUJ: 0. WM 

^ '7 Kt±$!i<^9 6 '>i^l^-7^vV-7'y^- b (^oD^) Iw, 1-6) t^ffi 
m<7):^'i*T*li$!iLf>: 5 0 n g/m 1 <0iSJIt«0^?t1*F a s U Y^Wl^ 5 
0 // 1 /'•t7i;VT-»L7to V^i^-V3 >L/cf^. 0.0 

5%Twe e n 2 0#^0. 0 1 M P B S "C 3 HJ^Jfelt LfJo ^v^T. 1 % 
B S A^^PB S*- 1 0 0 \ :^)\^X'm\^L. 3 7t:r-2B#P^'<> + i 
^- V 3 > LTtZo #C^v 0.05%Tween20 -^W 0.0 1 M P B S T' 

zmm^x^fz^ik. fri&oJ$s±?tjg«i?g[ (1-4) r-f^M) ^50^ \/ 

^:z.)VX'm^L. 3 7'C-e2BfW>f V 3 > Lt'wo '!-<^?^> 0.0 

5%Tween20'^^0.01M PBST-3 ll?5fel#- L> Zl^^cfct^^OH R P 
^^M/tti h I g-C /ctfL#^ (-y-r-^ • /NM:tf-^y nv - • 7VvJ^- 

^:0. 1 %B S A#WPB S-C5 0 0 OlStr^fi L/c 5 0 fx 

\ :x.)\^-r:mim\^fzo 3 7t:t: 1 BtP^-f >^.3L^--> 3 > L/>:f^. 0.0 
5%Twe e n 2 0#^0. 0 IM P B S T' 5 HlfJfei^ L/Jo S^^Cl&fe^g 
(0.5mM TMBZ+i§^fb7K*) ^ 5 0 \ / ^ :^)^X-mML. il 
Cl^-e. 0,3N ?ig®e?r 5 0 \ / ^ :i. yvX-^MLX 

vXtt^) •r-&S4 5 0 nmH:felt^^^E^iBa^t;^Zo CN0K2H^tt>' 

CN0K2L7^7>?>^ KDNAO*?g®^^t:J:;£>l&?ISW5^ 

^ZY a s U^^T^ Ki:^'^Lfwii:7i^«b. ±He«7)#JlL/zN0 K 2^f$:VfIit 

mmm 2 
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(VI hM'fbN0K2^# (RN0K2) (DV^^) 

2-1) PCR^BM^m^m^^^'^^0K2ijii^ym^i&ii:^<OCDR^ 

m 

-^^^iL/zo :^i*ti, \LYmit'^i&^^r')y\'^Wi-^^ (jf^^w 4-1 4 

1 0 9 5-i-i&#) I't^o^Zo NOK 2iA;#OVH^ltOCDR{±li 

I<DFR fUt^JfoVH^i^T-^-S S G I 

SMR C ^'-K^x-f r • -t > ^ t :?tt±J: O^-^^^^^^j 
O) -^^mL;to NOK2in:#cOVLfil^<7)CDRli. jl^l^fS^:? nrv^ 
^ti h /cilOFRfgit^if^VLfll^-e^^RE I (^-^-ACj^ Physiol. 
Chem., vol. 3 5 6. p. 1 6 7, 1 9 7 5 ) . Sr>'IE'^Ali h > 
^^•^4tfe^Oc DNA^'f-/^ 'J-:6^'b^n-->^^*Lf^/f$I<7>FRfSitlrJ# 
oVL^it (h u V L - 1 9S.D^h u VL - 3 1 ) hzmthtzr. 

•9NOK2^'f$:om^3^7cmit^^llL7^^o ^ir^^fitJUli, N0K2f/L^m 

> • f'-:^/N'>^ (Brookhaven Protein Data Bank) (PDB) t(D^^^V2 

v-;tt^=^tf mm.ttj:z>\%ii^(ommn.^^ (pdb id : i 

FOR) t^m^^n.^ (PDB id: 1 TET) ^-ig^tT^^io ^l^s v 
i; nv-iJ-'^^^ y -S^ :^±X-^mt^yy h«^xTQU anta/ 
CHARMm (•=& i ^ ~ • v ^ ^ I'- v a >X) ?rffiv^T-=6T-* V > 

N 0 K 2 ^i^<D 7^ y mMin Sr n e - . 2 ) Ji ^wl' 4^' - ^^/jN'f btt^ (S:^^li 
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mm . 3) T^ms 0 0Ki!}-hQK^2, 4 0 0 T'^-ttTJ^iP. 4) 

OOT.fy'fii-i^xmm. 6) 3 0. OOO^y-y-f {3 0\d::^m'^m) 
(D^mit. 7) 20, OOO^^r^;'^ (2 oent>l-*B^) Ov^^U— 

<7)mit=^NOK2^/L'f$:<^«^3>>:xmitt t;to |a]V-7 h't7XTC^ 

m^tix^^^^-f^^y^ ^fflv^T. ±ieN 0 K 2 tA;^o^t^=>>:x^tjt<^ 
# >^ H is V- T H §IS L ilO C D R ti7Km*S^ LTv^^FRfSit4'<7)T^y 

t% ±ifi 6 m(Dm^mit<D ^ t> 4 fitiL±tci3v-riiif n/^p r 7 ^ y 



wo 98/10070 




PCT/JP97/02983 



•9— VfT.. NIH. 7v>h>DC. 1 9 8 7) v a • -fe > 

^ _ . ^ ^ - . /N'^ y o V- • ^ >y t j!^ -'y 3 > (NCBI) "C^ 

^^n^zltfg.:!^^ V7 h •i^iTt*$)'&T> (Entrez) (^^) 'S: 

a:.-'>3 ^^-f^o/z (RN0K2VHve r 1 1 : mm^^ I SRlf 
RN0K2 VH V e r 1 2 9) o h gl^tV L Uov^TIi, H 

h^^^^nrV VVL^i^f^RE I H^lli"^ ^<7)t LT. RN0K2 
VLverl (S£?»m-t 2 0 ) . c DN A7 f "/^ U -75>t,^ifz h u V L - 
1 QRVhuVL-S 0^m$.t^i><^tLX. F R 1 1 7 ^ ^ ®^*>* 
v>l±2T5ym7&*^'&^'5>4!Il^c^^^'UJ^-v3 >=Sr^^o/c (RN0K2 
VL V e r 2 1 : mm^2 KRNOK2VLver22: mfm^2 
2. RNOK2VLver23 : K?iJ#-^ 2 3 :5.t>'R N O K 2 V L v e r 2 
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h^^^^rnrU VH^^tt-S) t<7)-C-*)^o 

-C$>^RC 2 5in:^ {^mmn'kW^O 9 4/2 0 6 3 2^i&^) <^VHit 
f5i=-^llilli::> V L Uov^-C tistl3Z&<^ i ^ LT|#/^^ ^ y N O K 2 <7) v L 
jtf£^ ^ili!lt:1!!fflL. PCRtcioT^^^ * A t ^ P C R m^MM^^ 

N0K2in:^OT< ymSd^'J^^- Ki-^itf5^*^'^^^n7^Jo 1118-111 
3 liPCR^r^^^lll%t^fflv>f-'g-^7'7-r-7-*^ #>^<O^^VH. VL 

hn-;n;^^^oT^f''^o/Co PCR<7)^i^li, 9 5^1^, 6 0*01^. 7 
2'C2^-e3 O-^f-f ^'-'^^f 'S^ofjo 

Lf^y7>^5 KRHC2 5 (#ltlil^&§^WO 9 4 / 2 0 6 3 2 -^^Zr^) «r 
tIMiits ■?-07'n^-;5'-ISl^±07°'7i'-7-p AGF (SB^O^"^ : 2 
5) 0 1 02?'J#-^: 2 6) ^fflv^TVHitf5i^c0 5'iBJ 

=^iii|igt. #02 (S£^iJ#^ : 2 7) *)SvMi# 0 3 (Be?(I#-^ : 2 8) t 

#0 4 : 2 9 ) lrfflv^TVHSfKi^<^3'i!l^liipML/:: 

(RN0K2 VH V e r 1 U^|!iO/c46ll{i# 0 2. v e r 1 2{^^^7)fzi6 
mi#0 3^^fflL7^:) o '-k\--. :i^T-^f <bti/j2ooii«Sit^ET-iifM-^^ 
Srl-^LTMi: t. pAGFr7^-7~i:#04 ^rfflv^T P C R $:^f 'S: o 
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m09 A/2 0 6 3 2^^$&) VHitfEi^<75K p n I^f ^ hT'O^v^T-H 
hM'fkNOK2j5i;f^VHitf5^^7)RNOK2 VH V e r 1 1 St/^v e r 1 2 

VLliov^T{± + ^7N0K2OVL?r^l[i::-/y^^-# 0 5 
(K?iJ#^ : 3 0) h# 0 6 (K?iJ#-t : 3 1 ) ^rfflv^r V Litf^^-co 5 * 

fflij^miiisL, #07 {mm^ : 3 2) t# 0 s (B£^ij#-t : 3 3) ^fflv^ 

T't'^^g|5i9'=^t§'|iit. #09 (BS^m-^ : 3 4) a: # 1 0 iW^m^ : 3 

5) ^m^^x'i'm^m'iiVfzo ^i^. ^c-r*t#'btL7t3o<7>iii|igiifE^Bff 

M-^^^rS-^LTflMtL. #0 5i:# 1 0^fflv^TPCR=Jr^^co/co C 

±i^(7>L e a d e r fIi^it{Ei^4'l'*'i> A p a I -if h-cm^tll hM^fc 
NOK2in;<$;VLitfEi^<7)RNOK2 VL V e r 1 ^i'^WkLfZo 

i'^ULfZo ST> ^^7N0K2OVL5rilMl^7°^^-7-# 1 1 {mm 
-i- : 3 6) i:# 1 2 (SS5^iJ#-^ : 3 7) =£rfflv^T P C R Srtr^ o fco 7"^^ 
-7-# 1 1 ^\Zii. RNOK2VLver21, 22, 2 31^1/2 4(7>/n'i; 

id LT^fibtiTtiiiHiifSi^S^n-^. b y-^^£i>^n:/'; >SG It7)VH 
*iE^±cfiOL e a d e r Ili^fifE^-l^l^^b'S. A p a I^t'T h-CillSLt: h 
MfkN0K2i?L#VLifif5^ORN0K2 VL V e r 2 1, 2 2, 2 3^^U^ 

2 4 ^i'^^LtZo 
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Zfih<D^\i hmitVURVVLm^M^i^ii i n d I I I iiB amH I 



pCAG-yl. pCAG-/cOHindIII-BamHI'9-'f V iz^^^ 
RHN0K2. RLN0K2 : :ifihii\^ bM<kVH^tC/V L<7)#/n'- v a 
2-2) lihM'ffcN0K2 {RnOK2) ^^i^^r^) XD^rn. 

^ifu-f')ymi,l-^^-^'7 7.< K (RHNOK2.RLNOK2) DNA 
^CH0-DG4 4mi::^At/Co -^mt. ^ :^ yiXW^Dm^tnUK 
L i p o f e c t ACE^fflv^T^f^co/^o 

itl oa«<7)V: M!)<l:N0K2^^^nrV >«rl&?a^-^7t: (micfSlfei-^ 
RNOK20K RNOK20 2 5.U^RNOK 2 0 3 li. #^RN0K2 
VHve r 1 li:RN0K2VLver K RN0K2VHver 1 \h 
RNOK2VLver2K R N 0 K 2 V H v e r 1 1 t R N 0 K 2 
VL V e r 2 2<D'^^^^X^-^^^f^y^ VmimOK2ijmX'h^o li^ 
^nib^igg:|^LTRNOK2tn;i*:^Sv^JiRNOK2^&?£^^nr'; > t 
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>^yijii^(D^mtmm^Lr. M gGy 1 S.t>mii h I gG /c'Srfflv^ 

%mm 3 

KM)'fl:N0K2 (RN0K2) ^^i^*n y 'j >60F a s 'J > KIS-^^SI* 

3-1) ffiS!iRN0K2^??&^^DrV X^I^SSi 
|IM«?!!2{iiai^L5tJ:oHLr^^§^L/zRNOK2^JlCHO-DG4 4 

fz. RNOK 2f&?£i>^n-rU > ^m^-f ^f^n^^Bfi^'^ 7 5 cm^cD^m 
•7=7 7.^ (=/-->^'*tt|5i) ^'T. lmMC0G4 18 (^'-/rf BRLtt 

•f-K^^^Wc-MEM^^ (^'v'n BRLtt^) T% 3 7t:. 5%C02 
0^<4^T-Cn >7;l'.x> Mi?i'2)$-e^^L/Jo ^Xi;. ^tL$r2 2 5 cm2 
C7)^^7^xn 2:$:iiilz;?IL. WI^^<+TT'3>7;l' 

Ji> Ml^j:^$T*^«L7to S^v^T, ^«7)22^?r 2 2 5 cm2(7)^^777. 
:3 8:$:C|£56tT|B]^i'^TT-^SL. n > 7 ;i/:i^> M^it L7tB#.^.T' 6 5 

TX:. 5%C0 2CO#^i^T-e7 BM^StT^^m. -g-St^t 5 0 0 m 1 co^^± 
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3-2) RN0K2OFa s';**>K'^<^^^^1^ 

ttimizumLfzx')izLxmnLfzmnRiiOK^m^^y^)>(^'j-^^ 

RNOK2 0 1. RNOK2 0 2SLO'RNOK2 0 3^^^^n7'';>i: 
Fa s'J*'>Ki:«^*g'^1^^^ pI^liF a s K tj^tvi M gG^fflv^ 

fcELISA^ (^»1J 1 iciei^) H<J:0P-^7-^*^ R N 0 K 2 ^^-f^^^n 

4) o 

mmn 4 

R N 0 K 2 ^ n y; > T h - V ^ jq]$tjm<7)?|lJ^ 
4 - 1 ) "BI-^IIF a s V K^^-i^-t^P^ 

^.»J 1 - 6 ) icfs^ t /^^-ft t p i ^?#14F a s >; > 

4-2) RN0K2^?^^a-/»J :^?#iCLOfl5!i 

^ife^j 3 KtmLfz:fomt^mmLfzmwkR^ OK 2^^^^ f^)y^^ i 

0%FCS-RPMI164 O^^l-T^f^J&^t. J^XTO 1 2 mmcoWil^fOft 

^^vr')>^m^mmLfzo ^^Si^^rvy(r>mm\±^ 4//g/mu 2 

y.g/mU l/ig/mU 0.5//g/ml> 0.25;/g/mU 0.1 
25y.g/ml. 0.0 6 2 5 //g/ml. 0 . 0 3 1 2 5 g /m U 0. 
0 1 5 6 3 /. g/mK 0- 0 0 7 8 1 3 u g/m U 0.003906/.g 
XmU 0.0 0 1 9 5 3 //g/ml^^)<7)^r. I 0 0 m IfoPSat 
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Z> o 

4-3) ffl$!ivi7 7.NOK2^?£i5^D^'J ><^liS!i 

•rv^;5>^it#^F ERM BP- 5 0 4 50/N^y; ^#/^10% 
XT r c^^T? T^^/^ T 1 A r>:te-Wjrv? X 1 0 1 m'^.XM^'^-^fZo 3X10 
7li<7)mii. 7 5cm277;^3 (7T;wn>ttSi) U3 Om H$^?fi[?r 

m 1 (7) itJ^T-i^^'^ 1X10 eli/m 1 U'Sr-S) t ^Jfflfla^HlJR t/Co 
llJ^XL7t/^'1' 1 . 5m 1 OPB StC!^?^L. ^-Kv^T. 
tC^tL. 0.5ml (1 X 1 0 7^ta^^) Btfl5l*I^-^t/Co IOBFb^co^ 

E-e*)ofCo 1 Om 1 $:fflv^ffi$!i^^T'S:o:rco 

3^s4(i. 10ml (^s) (Dmmmry^::^^j--^my\^. m.-^^^^ 
■f^mrSc^mt^h^ibfzo AV.\zx2nfSin.mk. lo. ooog-eis^ 

Wjt'L.^^fil=^tf'to/jo ±^<;^A?r^^-rfzf^. ?t^t/^'{>(^^5ml(7)PBS 
tCT^M^-tir/Co -?-<^#i. P B S 3 U y h ^I't^T 1 S=^^*FrL/Co ^v^T, 

T. FPLC v>^xAlCT7'nT^'>Gm«I gG<7).^^ffiiJit/:o 
>7^;Hr $ <b P B S UTitlff^-a^^T't o /zo WB\z^^mm.(^%^ 
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DT-'J >lco\/^Til7Cl^#T-eSDS-PAGESr^f'^v»CBB^fe?rtf 

4-4) ^-y-y hmn^iomn 

fjo WR 1 9 L« (ATCC TIB52)--<^VihFa s itiS^-O^A 
li'^-&HL;t755-QT^T'S:o/jo Utt '^><7):J:^ (^t^. Proc. 

Natl. Acad. Sci. USA. vol. 91. No. 11, p4930-49 
3 4.1 9 9 4) =Sr##l3LTfFUiL/Co ^hfitzF a s -WR 1 9 L,W 
=^^^L. 1 0%FCS-RPMI^^i;-r2 X 1 OSli/m 1 lipML 

/Co 

4-5) RNO K 2^?£^n7*V ^OT h - v;^}fp$lJrS14coifi05E 

4 - 1 ) JMmai^L7'>::^?ST-piit7^zpT^^F a s V ify V^l-^ 

1 0%FC S -DME^Afet- 1 8. 5 n g/m 1 (;:^fir3P^L/Co 9 6^:^)\^^ 
IgT^l/- b :g.'^i;Hic:o:^J^^S[2 5 1 ^Ati^/io -^v^-e, 4- 
2) JimBmL7^j:^^'ePS!it7t:RNOK2^?S^^Dy';>'i#^fi[ (RNOK 

2 0 K RN0K 2 0 2;5.O'RN0K2 0 3) ^Lt;''4-3) sMiZtzm.Lfz1j 

r-^iZlofx \/f7j^}V(Om-^-^t\i^fZo '5-^om> 37X:T'5%C02<^t 
i:T*lP^FB^^ >^.3-^-v3 >L7to 4 - 4) mzt^WLLfzlj-mv 

mmLfz^-^'y Ymm(OF a s -WR 1 9 LmJimmWL^ 5 0/1 \ 
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;K7)#J^-CiP£, 3 7'C-C5%C0 2<^*> t-^-l 7 v a > 

t^^o •^V/^T% T^v- • 7';l'- (Alamer Blue) (iiT^^/nV 

(7;i'^nx*>' (Fluoroskan) II (®a°p^) ;^^^-T-'Vi5' ( 
Titertek) ttSi) ^^fflv^TibjexgiS 5 4 4 nm. iSiJ^zSi^S 9 0 nmf^^fe 
§^J^ ^ Tfl»J5e L T^c o i O 5SiE I j # ^ ^"^ ^ ^ ^^"^ ^ ^ 

^ o 

'Dria. oT^^ttF a s K ^ R N 0 K 2 ^^^^n r'J ><>Tt7XN0K 

2fmiif^yV y{>Xfi-fi'^ fcoF a s -WR 1 9 LMB 0 

1 /•^x;Hli^tT 10%FCS-RPMI164 Oit*^ 5 0 \ ^ 
}\^XX\.fzi>(n-^ 1 0 0%^^^^=^ > ^v§14F a s U K2 

5;. 1 11. 1 0%FCS-RPMI 1 6 4 0i$Afe^2 5;. 1 lkrf9-¥-J \- 
<DY a s -WR 1 9 0 I ^iJDxTt "b^^T*' v;^^75=i > ^ 

o - ;i' ^ L o -5- ^ mi 5 tl ^ L ^v^o 
HI 57!)^f>¥iJ^J:oll. b VMfbN0K2^?S^*n7-'; > (RNOK20 

1 . RNOK 2 0 2;S.l/RN0K 2 0 3) li> v^-rtL<>?|feE*^*0 . 0 6 g 

F a s Yis^m^Y a s l§?l«H**-t T h - v;^^^fS'a?rWJ 

7. N O K 2 ^felg^n r >; > t J:t:-<T|i]l|J':i.±co?S't4^l#o i t 
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ttz. V'i7y^NOK2^fe^i>^n-/';>'Ji. ¥^7¥!|fl^Bi#l3 0 3 4 9 2 
:fev^T. |s]f||Jt<7>F a s - I g^^ ^^^UJt-<r. ^ L < l^V^T -"K h - v 
ny; ^T&^T'i^T.F a s - I g J: 1) *)F a s >; ViZ^-f^Ty^ - 

*^76^'#^1"n{f. F a s >; K*^F a s H^S-^-T ^OlI-gE^fe LT. ^tt^? 

FastFas';*'^ K0^3Ei6«jJS:)S^+^}fntlJT' § -5. C: t *^^1,H^S^-C 
5 

ir^ymm^irrnXLtzF ^sVifyh' ('^MF a s V ^'v K) <7)f^$a) 

5 - 1 ) F a s >; v^mm^'^ ^-(7)mm 

F z s'}^'yh'^^^i^ ^-irmmt^tzi^f'^^ t-r. ^»!ll-3) 11 
ic|e®<^p C AG - /cl&m^i5^ i5'-<^/c0^#^i^itfKi=-Sr^< p C AG% 
;E|^^ ^-_<^H i n d I I I -B amH I-^?-^ hC. C 2 Siru^ 
^§fWO 9 4/2 0 6 3 2-^<Zj$Ri;l£lfe) O V - ^-K^iJ^^tf^lW^^ 

x^±mmf>mxL. %htifzjfm^^±mm^mmLxmzmi$-x^. /j- 

U- (Cold Spring Harbor Lab.) . ^^^0.7- • ^zi-^y^^ ( 
Molucular Cloning) p.l. 25. 1989) HJ: «) . ±iE7'7 7. ^ K$rE 
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C 2 5lilIi5X^^J^T»lt<7>B amH I-^-i" VX\ V - ^-fWo-gg t pJ^ 
fSi^itfEi^<^^#=&^I^t^Co ititci:^. C2 Stnl^^S^^T^'J-^- 
gS^iJtrfttD L/c p C A G%?a^i^ ^ -*^l#^^^^o 

5-2) PCR^^^^^^&l^J^^^^F a s >; KitfS^Of^SliS?/ 

F a s U K<7)iifla^^i^<7)7 ^ ^ ^Se?ij£7)TiaSI555'«0#>fr ^r-o-fo 
A 1 a^vM±G 1 y U®mL/c^><7)^{^^L7t (Fas ')if> V(D7^ym 
■A^A 1 a T-ti'Srv^gB^lcov^TliA I a ic, tu^A 1 a (7)SI5:0^Hov^-Cti 

G 1 y iigmtT'c^^^^^^t/^) o ii}^r. :itih(7)7 < ^^m^^^xL 

fzF a s V *'> h'^^MLXmmF a s V KtOf^-t^&o MlC, 
Fas Kti. mi 6<7)TMcoSl5!}<^T y r $-A 1 a fi^ L <7) 

^BltP^^^L (JilT. MllB 2. B3, • • • t v^o i ^ tiD^^t^-f 
;&) . Tm.U(OM^k<OA 1 a^G I yiZW:^LfzB4 5tX'(D^t\4 Smm 

tr. m<<ztiw.<o^m,^^ ^ - (iibFas';*'>K- 

B CMG S N e o) izi^u-z:.^ ^'^tlXy^^i>F a s V if> VikB^^^M 
t L. -fe>7.7'7^v-OEP - 0 2-/^-f -7- (geyij#-^ : 3 8) i:. T 

v^TP CR?r^T'irv\ 7 ^ ^ ^^ffi^^^^^A^ tiTV^^v^F a s -J K 
rira=Sriilt*/cie)U, 75 >'mo®^75-'igA^ttTv^f^v^F a s 
> K 5r r -f TF a s K ^ l^^t>-t ^ ) C»itiK^ffifM- $r^#/jo 
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PCRliTAKARA Ex Taq mS'u^) mmmtWl) ^^mU ^ 

EP-0 Z-f^^-^-iZii. mmiZ%Zn(OpCAG^^^i^ ^-IzM^iri, 
fztb(DKpn Vi^lT. C 2 - V-^Wm^ <D^^<D^m 

> KQNJgT&^'b 1 1 7§g<75S e r ST'^n- K1-'5.jtf£^-ae>?'j75^'^i tiT 

FL AGae??!)tli8T5 (A sp-Tyr-Lys -Asp-Asp 
-Asp-Asp-Lys) ^-h^^o ^^^^ ^ n t-f ^m^\Z Z.<DW.m 

?a<^5lfS-^*'^^'S:dCi::6^'-e§^o ^^l^-eJiF L A GSe^ijti, Fas 

EP-0 sy^-fv-Hii, Fas 'JJifV' KcOC^:*^"^ 6#lOP h el^m 

^fzt^cDB amH I -^f^ b7&«ftiP$nrv^-2>o 

^MF a s 'J ify K^3- Kl-^itfE?-ti^ P C RS^^^if^^t^ J: 
f^iliLTto :i:#Wm±. * F a s 'J ify VmmmiiL(7)lim^h 

(DU i s 75*^ 1 8#g<^G 1 n *t:-uftg-t-^-fe>^:^7'r-7-t:-$)^MF 

y^-fv- : 4 0) 7 5 y^^E^t'i.^mCA 1 alEvMi 

G 1 yf0:3 K>=^aJ|ALfv:#^<^^^7'7-< V- m^F a s V :^r> KB 1 
-B4 5 Ci^tD^^y^^v-Jl, #>frK^iJ#-^<^4 l~8 5lc|Em) =Sr7 
>f-t>xy7'f -^-tCfflv^T^^MF a s 'J **> K«n^itON^ffiiJ^ 
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m^^LfZo MF7'7-<-7-B£^iJ4't::liE c o N I -^--f tlTv^^o >k 

tc. ±feo#'<r<^^^y^-Yv-H*S?SS«j'Sry7^-7- (ffi?ij#-t4 1-8 
5<^^7-rv-H+gM6*J^r7'y^-7-{i. ^4'@£^iJ#-^(^ 8 6 ~ 1 3 0 t^lE 

ic, ±M.<r>^n (- LT#/c^^ F a s 'J iiy KMv^TONMiJi: C»JiO 
2 0(7)l«iIiijtfEi^SffM-=^^S?I'a-tr^^i: EP-0 25.1/EP-O 3 
7"7^^-^fflv^TSJtP CR^fi^'ioyio CR O^MF a s U 
KUoi/^Ttf 'Sr') c i::<t , 01 6 ic^ L/jT^ogB^HT < /^M 
m^riStXL;^:. B 1 T^^ib B 4 5 * T'O 4 BH^jpO^MF a s 'J K<^^fla 

J':JL±(?):^^rM'^|iiL7^c#^^F a s KcoitfE^-Slr>T-^. E c o N I 

-B amHI-9--f h -C±^0^ r ^F a s 'j m^^^ ^ -±<7)^> 
^x-f rF as'; iSy Kjtfei=-ttt^L, ^^^F a s KcO^^S^^ 

ALit^-ttLlf, -g-Oivt^^l^. F a s V :V>' KmnfMlt<^N5S7&^'b 3# 
iOP h e<7)SI5^l^FLAG@2^J:d-'J$A$^-CV^^®fi^^^V^f'$n;2>o 

5 - 3 ) ^^^F a s 'J > Y<r>mK 
|tI«{clE^L7t:^-^-cmilL7t#i:MF a s 'J K^if/yx^ 

0 ^ 7^^;=^ < K • ^ - • ^ ^ (Plasinid Mini Kit) (®mi^) (^Tvi 
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y (QI AGEN) ttSli) Srfflv^T. ±fE^^7'7 7. 5 K^rHUlX • ^SiSiL 

L i p o f e c t ACE (figfn^) (^^3 BRLttSSt) ^-fflv^TCOS 
(ATCC CRL 1 6 5 0) H^ALT^^L. ^MF a s U K 

L i p o f e c t ACEfctT^^-^t/^COSttl^v-^LT. 3 7t:. 5% 
ii) ^4mlv»L. 3 7t:. 5 % C O 2 ^^^^f^TT- 4 B F^^# L. 

T. F a s U iSy Kitf^^TS^JIlt^ nTv^^SrV^ p C A G^^ ^ - ?r±i£i: Is] 
5 - 4 ) ^g±vt4'O^MF a s >; K(7)tg^^l: 

itJt^EL I SAi*lcJ:f)^mL/:o :i:^6«]^::^-atiii».TOii «) T-^^o S 
•f, Ht)5&<^^^X'f -TF zs')ify Y^tts1%^±.\^. ^^mv a s')ify 

v^^i:^ij^mm±mR-cfm^nm<Dmm±mi. a s F^^fe^rfflv^T- 

^->^yV (InterMed) ?±^<7)9 6^^)^ -T^vV-y (Maxisorp) "/ 

b (^0°^) <^#SI8 -^i^H-x ±fE<7)#/^oigE£0?t?S?r 5 0 A' 1 / 
'^7 jciV-C^tnt/io ISMF a s V **> V^^ts^^±m\±. l£ii-h 3#B<^ 
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F a s u K<7)=ie*'fam^ife*:>^^-:»^^^^^^ ^''^ ^^-^ ^mm^j:^ 

4X:T'-B^&'f >^ J-^- V 3 > t/d^x ^-^i^wSr 0. 0 5% 
Tween2 0^^0.0 1 M P B S T' 3 E^T^ 1%BSA^^PBS 

^-^x^W^^O. 0 5%Twe e n 2 O^^Q. 0 IMPB ST'S Ill«feit 

p°n^) i^^^y^ (Kodak) ttSli) ^x 35i8'^7^;K?)^^li5 0/. \/^^ 
)\^X'mUnLfZo 3 7°CT-2BtK^>^^^-->3>^^-^^^ ^-^x^l^^rO. 
0 5%Twe e n 2 O^^O. 0 1 M P B S 3 0^?^ HRP7-^^W/l 
g-CK^Xi^ (4j-^'-> ./NM:tf ^'^ov- •7Vv:i^-h (S 
outhern B iotechonlogy Associate) ^±^) =Sr 1 %B S A^^t P B S f 5 
0 0 om\^^^Lfzii(D^ 5 0 /i 1 J^i^X-muLfZo ^^^X. 3 T'CT* 
IBtK-f >^^-<-v3 >L/if^. #'t7i;v=SrO. 0 5%Tween20^ 
mo. 0 IMPBST'SHf^fei^t, ^fe^SiM (0. 5 mM TMBZ+i§ 
^^fcTK^) =^5 0;/ 1 /'>x;v«t]nt> m^^^^^-^mhtifztz^X'O 

(:e^^J-7--T-V/<^->-X (Molecular Devices) 
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x-f rr a s U iSy K^&^tf^^S-tvtSl/^^-^'^'^^F a s V Y^l-^ 
^ Jivt ^ v^Jin L 7t -^7 i i3 T . In; F L A G M 2 ln:#c75a«iS#6«J 

H^-To ={Jlo-C. ii-etfibtiTt^feSfiS (OD 4 5 0^) ±sB^^ 

-^-CT'. ^.^7->frFasV*':^Kt^^^^"^^^fe^^^*^^^^ 

m<D^^^7-^fF a s U KZit/^^F a s U KSty^UD LTt^t' ^ ^l- 
D 4 5 o-ffi^^"^^ 1^ C^mm^^^^^^m^'^MLfz^ ^ 0 D 4 5 0 

U . O O D 4 5 0 m ^: #ig^±vt (^^f^lg^ o M# «r ^* ^ 7 U L h ^ , 
OD4 5oWm^^6^''^?l^^^=^^'-- v^Tnc75iI^t^>Ii]i:fi§^^t 
/tlESli*Jl^:fcv^-r^;5,OD 4 5 0^i^^^l-^ >e-0{i$r/T^t^«:t §(7)^3^1g 
5^^^^^ x-f ^F a s VRr/^^^F a s U KHov^T JilSi>^^ 

7 ^ t h ic^m LTto SSI^WU. ^ ^ 7- >f rF a s Kliov^T^fb n 

mmmmmm^nBii^^ ^(Dmnm^. ^.^x^rFas'j**>Kn*t-r 

0. ^^-Tx-Y rF a s KUttt^^^^F a s U K 

5-5) 
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5-4) m<Di3m'^xy)^^Lfzif&nmm^'^i>i^-^^^^^^^^ ^ s'j*' 

(trtF as'; ijy Y^lKWUm^^^omW) 
6 - 1 ) #tn;F as'; K^V n - ;W;L^^^iS.<^PS!i 

@i^mil<&r?f1^^W0 96/29350 \zltW,<D^^^ K--7t:-fe^ 
NOK 1 . NOK 2S.^/N0K3O^^ i l9^^^^^^^ ifilF as'; K 

^^•1'y'; K-vNOK K NOK2S.f/NOK3=^#>*r 1 0% 
FCSA^)RPMI 164 0J$^-C3 X 1 0 7® $ -etifi^-ti::^>:o 3X10 
7li(7)^mti. 7 5 cm2777.=/ {7r;l'::3>ttSS) {^3 Om 1^^^^ 
Att-C^fla^^«r^'i:9;^^->'^t:*PMt/Co 2X105^/ 
m 1 Oj^JST-^^^ 1X10 ejUZ-m 1 \Zt£hh%mU^W^\^fZo 
iII|3lL3t^^'f r'; K--7Ji. 1 . 5m 1 <7)PB SIC!^.?SL. pJ-K-^'trX 
li^tL. 0.5ml (lX107m^5^) mfl^I*I^4L/Co 10~18B 

0ml ^m^-m^\^-tz. l Om l (m7Ki:^«) Of&^OiEmT 

1 0. 0 0 0 gX-l 5^f^jt'L>55-Si=Sr^f''jrofJo ±^^«r^tT/j 



wo 98/10070 PCr/JP97/02983 

67 

PBSCr 1 Ir^^tffL/io 

-f^G^^-i. {^S&ife) (7 7;i'VvT (Pharmasia) ttSi) =Srfflv^-Cx 

;w ^ u p B s II xmrn^-Mi^^fi-^ fzo ^ B ^ siiSio^m 

iX.U'*'E]!5;<'''1'5^3E'ariT /-^o i\ u IV o WLH**' " - <- «*N -><z.'»/i / ' X " c 

f^. r^l/MfflS u p e r d e X 2 0 0*7^ (^dp^S) (7t;v-7vT ( 
Pharmasia) ^fflv^T. F P L C vXx At;Tr;V'itM^rff ^:v^ ^ 

(void volume) tc?#tii^tt* I gM^lUJlXt/^o ^<7)l gMtCov^ 

^>'^^•^'!^5El:M^ (^^'-f^ ■ ^-y K (BIO 
RAD) ttlS) ^fflv^Tiiij^tT^Co i^^n^^^tirv-^T'o h 

P AGE=^=ff'Srv^CBB^fe^^t ^:o7t^^. #^Sm> «§ili:.©t>tL^/N* 

•ST-pML/cHSIlcO^tSili hM<l:NOK2j5t'^ (RN0K2 0 K 
RNOK 2 0 2S.J/RN0K 2 0 3) IwOV^T, NO K 1 fct-f^li 1 0 g/ 
m 1 NOK2tn;#{i5 0 ^ g/m 1 NOK3*/L#{iO. 1 g/ 
ml^. RN0K2 0 1 {i3. 5 7;/ g/m 1 RNOK 2 0 2 ai.86 
;/g/mlSr. RN0K2 0 3ti3. 3 5/i g/m 1 ^rl^.feii: LT. 1% 

B s A^^tP B s ^m^^x-^mR^^L smm(omm(om^^mi:mmL 
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6-2) a s 'J ify K^rffl v^fc^N 0 KtfC^OfSISSi^itc^l5|5e 

■mm 5-5) mr^im<o-^'fkX'mn\^tz. ^m? a s >; ko^ *><^ 

My-fkNOK 2 Jrt^TS'^^t ^F a s 'J K±0|S|t^Jt$r. I^ITIC 
iiE'<«S,ELI S A?£C<t t)p-<7to 3$c-^-etl. ^-fr-f rFa s';**'/Kt' 
itUTNOKtrC^^vMit: hM<bNO K 2*/i^^R£«^ii:^^B#c7)^fe5fiSE 
(OD4 5o<i) ^^m^tLX. M7|fcj^(7rNOKirL^^^V'iik: bM^t 
NOK 2tn;^?rf^iftJtO^^^F a s 'J KHRCir«$-^7tB#0*Bi^6<J^^ 

5_5) jg-ep$gL7^c^>^x^7'Fa s'J^^K^^tf^T^S.U'^ 
^F a s K=&^tr?#?0L^t?>'^'i4MB8<^?S?6L=Jr. 9 6 -^^^V "^^v 

i)nL/c^ij<7)f5:SKl^ti5-4) JSi:P]i:"C^;i.o 4t:-e-B^fe^ 

va >L;'>:^^. ;g.^i;v:&0.05%Tween20^^0.0lMPBS-C 
3IU?5fer^L, 1%BSA^#PBS^1 0 0;. l/'^7^;l/T'Y^JnL/^o 3 
TCXmm^ y^3.^-'yByLfz'ik. ^'i'x;v^O. O 5%Twe e n 

2 0-^^0.0 iMPBs-csE^if-tfJo ^^t*. m^^\-^%^'^<^-n^X'mu 

0 \/^s.)VX'\m\LfZo ^V>T. 3 7t:T'2Bt^'r:^^^-^-v3>t 
/ct^^ ^•^i;u^0.05%Tween20'^^0.01 MP B S T' 3 
L. HR P7^^v?/L-7'i^^ I g-C K^Whh^^\tYL'R?y^)\^^^ h I g 
-C kJ/Q^ (v^-rtL-b. •^■»f-> • ^^M:t7-^^o V- • TVVJ^- ^ ( 
Southern Biotechonlogy Associate) tifSJ) 1 %B S A#^P B S "C 5 0 

0 Qi'(^\zi^w,Lfzi>(n^s 0 1 /^::L)vx\muzo zix,X'\nfii^ y 
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it-i^-->3 >L3tm. ^^:t.)V^O. 0 5%Twe e n 2 O^^O. 0 1 
MPBST'3 1iTJfeii-L. ^^mn^m (O.SmM TMBZ+M^fcTK 

(^v^ • ■f'T /^'f v--^ (Molecular Devices) ^tW ^ 

Fas-; K*#tfit^i:?t=^»L7^c'>x ;vir_ioV^r.. NOKMi^m 

(OD4 5oi6) ±fSr#?S4'i::'^*ti;5)^^^x^'rFas'J*'>Ki;** 

ifzib\z. ^^7-^fF AS, 'J ify VELXf^mF a s V Y^'MMz^ 
'^x;v<7)OD45o<i*^^^ B3 II [0] i: jftS <^ N 0 K irC^^ ^ Y^*Q t 

O K^'^S.t>'Vi h M-fkN 0 K 2 m^(r>mK<D^^^ y r^Lfzh ^ . 

fzmmmzii\^-x. ^*oD4 5o<fi=^^*^t. ^(Dm^7FLfzt^(D 

N 0 Km.i^'SLr/\^ Y mitN 0 K 2 i!A;#7lJt =^ >r x r f a s >; KS.t/ 
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M^F a s 'J Klcov^rff-bn^-.I^LmiS'Tj^gi+iilfr^fiiL. t<Dmt 
-ft^. ^'^co^^F a s 'J K::*t-r^N0K^/Ll^5:C/li hMftNOK 2 

t>'t: h MfbN 0 K 2 m^(7)^aJt^6!3$5^-:^ ^Hl i S RWm 2Gt.ztt s^fzc 

m 1 9:5:^2 Oi!)-ht>t-i> l^'.'s Fas 'J K<7)X$^ffli|7i^<b i 9 8 
#<7)A r gTS^b 2 3 81=<7)M e t OiaSI (T ^ 7 Sl#-^lififfl ibco:^:^. (ft 
BBib. Int. Immunology, vol. 6. pl567-1574. 1994) i'lt 
9) T'(i, NOK2l/L^<7)*S^te^OfsT7i<iI'bn7^>: 19 8l=<7) 

Arg, 199#c7)Gly. 205 #«OLeu. 220#<7)Gln. 221 
^(DAsp. 2 2 2#OLeu. 2 3 0#<7)Met. 2 3 7 #(75 G I n 5: J/ 

2 3 8^(DMe t <7)er43:t^-fc''''C3l^^"t&T7!>^ISbn'i)) c 
HflliOli bMfbN0K2f/Lf1^ (RN0K2 0 K RN0K 2 0 2SC/" 

RNOK 2 0 3 ) l±x mmU<^li^^-\±^'^^->^^^^ 19 8#(7)Arg 
Tj^-b 2 3 8#<0Me t<^lEHT'^t^ri<7)(g:T7{)<m'b^i^- (#11. 1 9 8#0 
Arg. 19 9#60Gly> 205#<7)Leu. 220l=OGln, 221 
#<7)Asp, 2 2 2#<7)Leu, 2 2 8#OLys. 2 3 0l=<7)Met. 2 

3 7#<7)G 1 n3ll/2 3 8#OMe t <7)§pf5(:i3V^TSS^t'fg:T75?|g'b n 
^) o --^^ N0K2(D^^i^^<^-> 1 9 8#^A r g. 2 2 S^<D 
L y siiJctO'2 3 Ol=<^Me t cO^BKT-^'l'o -Cv^;E)7i^ Cl^i "bO^^ti t: 

R N 0 K 2 im<D 7 ^° h - •> 7.m]\^m^^y OK 2 t/Lf^=^ i: ^ :b o T ^ 
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'&14<^fg:Wllf?n'5> 19 9#OGly. 2 0 3#<3OAsn. 2 0 

5#cOLeu. 218#<^)Tyr. 2 2 0#OGln. 221#<^Asp. 
2 2 2#<75Leu. 2 2 7#£^Gly, 2 2 8 1=^ L y s 2 3 7 #^0 

G 1 y^-ib 2 3 8#<^Me t OlEH-C^-^tiiTJi&T^'tll^^ ti/-" 1 
99#(7)Gly. 2 0 0#<7)Gln> 2 0 3#<7)Asn> 2 0 5#c7) 
Leu. 212#<7)Tyr. 2 2 0lr<OGln. 221§t75Asp, 222 
#<7)Leu. 2 2 8#<OLys. 2 3 0§«OMet. 2 3 7 G 1 n S.^*' 
2 3 8l=coMe t (7)SI5f£tii3V^T^l^'5rig:T*^*l|f?n;&) o 
ilBNOKifC^li. Fa s^)ifymmmm-^'y^iZ'^^LXnhfitz 

^u^i-Mxwx'hh {^m^m^m'^z 0 3 4 9 2^(D%m.m\\z 

F a s 'J K<^'IS5:'f^ffl=&^tTF a s ^^Mi::^^^ T h - v 
>^i;ML-r5Sv^WJrS14=^^^-^^^-^*^ (gIR^itill<2rr^^^^W0 9 6/2 

9 3 5 Q(D%mm\'BLXf2-BLts'^Wi.wn(r>%m.m^\z%m.) <> ttiit>%. 

fz^ ■^\^Tyi-°Y-^y7.nm^'^^n^'^^X(D^¥ a s 'J ^ n - 
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F a s 9 3?f > KO^ 1 9 8#OA r g7)^f>^2 3 8#<^ 

Me t tx*(DT ^ ymw.f\]x-rM^iM>n:^^mm^^^Lr\^^^^t^-h. 

tj:i^mts:(r>X^ho ^hWa. ±IS^IitUF a s V K*<T:^: h - v^xM 
K {± T ?K h - V >^ WJf^H ?r - ^ ^ ^ - <^ =^ I- ^ ° 

-7 -y t: > 

1 . F a s ^> KOTO^ ><7)N5^5ffi (F a s 'J KON*^*^ 
1 0 3#S<75G I n) ;6^ibc0 1 5me r0^7°f-K, 6lr:^-^b2 OlF^-e 
(D \ ^ m & r (r>^-f^ Y\ 1 l^^^fb 2 5#(7) 1 5me r> 16#:*»^3 0 
^tX(D\ 5me r 5 m e r To-f t '^^*-'<b 1 5 m e r<D-<-f^Y^ 

2. NOKK NOK 2S.y^N0K 4^^^ K--=5'<^^^-liTt«rfflv^T. 
TietT^^^i^l- J; 0 F a s U KirQ^^Ti^'SSt ^ F a s V KO^<4$r# 

(1) 9 e-^i^vT-i^-h (v^vv--/. <r>i§r 
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m 5r mrar- 2 r n ^ > 1 3t o 

fZo 

(3) frtv^9 6'>x;i^7'^-M::N0KK N O K 2 JStO'NO K 4 ^ 
2m^KJZ^^^tZo 

(5) (4) (D^U- hi^-h^-fty Y(D\£y^W.^iiiL. FBS^^Xofz 
VK^L. iiaTJfe^^ 1 0 53-^^3153^7 'SCO /Co 

(6) frtv^g 6 MIPB ST-l 0 0 0 f§tC#5ERL7^cH R P 

(8) JIItLv^S 6 '^i^V'T'V- MiTiSM^f^^®?^^^ 1 0 0 /i 1 /'i'i^l' 

o^F^mis^-^Tto 

OPD 0. 4mg/m U 3 0%H2O2 0 . 4 ;/ 1 /m 1 . 0 . 1 Mi^ ^ 
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>w} :^mmmm. (phs. d 

(11) C:<7)^*, NOK 15.t^N0K4O/N^-/'; K-v(7)^^±ifiio 
v^Tii. LYFVYSKVYFRGQSC. 

SKVYFRGQSCNNLPL5.J/RGQSCNNLPL SHKVY 
(F a s K<7)N«75^'b 1 8 8~ 2 0 2#g, 1 9 3- 2 0 7#g. 

19 8~2 12#e) . NOK2<7)/N>f r'J K--7£7)^t^±?ti:c)V^-Cli, 
YPQDLVMMEGKMMSY, VMME G KMM S Y C T T G QSlO^- 
KMM S Y C T T G QMW A R S (F a s 2 18-2 
32#g, 223-237 228-24 2l=B) <^-<yf- K$r®^L 

fz\£y^Xititz^:^f\^x% \^yr^m^Lfz^f^ kii^S^U/cHR Pt:i^ 

K-*T7i5^^-t^J/LF as'; KtrC^^ti, F a s V 
LYFVYSKVYFRGQSCNNLPLSHKVY <7)m^^MML. 

NOK 2 O/N-r K--77!)-'jt^-r^^F a s mf^ili. F a s V 

> Y P Q D L VMME G KMM S Y C T T G QMWA R S <Dmi$L^mm. 

■ti>Zti)^t>i}^^tZo 

%mm 6 iZtmttz^^F a s U if> K^fflv^/c^JfCF a s V Kfctf^ 

sixTv^;?,^ h7&5:b7&»*o z(Dztf)-h. ±um^^^tJiWMm. ■ ^^izmm 
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mmms 

(F a s 'J if> Kco^fJ 

nmm e t-i^i^ tTtf/QF a s KiSi^oig-^fii^T^-'F a s v K± 

<7)i:'CUfi®1-*<^7&^?rmE1-^S6«J'eF a s U **> K<^^f"; >i^$-tT 
^oTto F a s 'Jr^V- Kli, T N F a St>'T N F /? i: IWI CT N F 7 r ^ V - 
{cJiL-Cisf?. TNFhl^^^iHl:#«rffMtTv^;Sfc#x,ibnTv>>5> 

(Manuel C. P.) Molecular Immunology, vol. 3 2 (10) . 
p. 761-772, 1996) o'?--'C\ Fas KHi^^O^r 

F a s y m#i:^^F a s U K^i^<75^^^l^«0*t^>&^'^?tlS^ 

iiMi" ^ ^ :i i: 41 L 7to 

F a s V KHl#0^f"; > ^^^^f ^^-9 4^^/jo-Cl±, t-f. Fas 

'J:«">K^W- (^fi#^) <^-t-r >; ^:J^^^tf L/sio :Br^^6*JtwU> Fas 

>; K t *@(Wl1475-'i^v^ c ^ tLT v^;2> T N F a ^lO^T N F y? OH^X% 

^idt^rilMi: LTflJffiL> v 'J 3 > ^^'7 7 -f y ;^±-C|2ii»1-'&-=e-7"; 

V7 h '^7jrT-e*'5)M 0 de 1 er (-tb^a-^-'V^J-^-va >X ( 

Molecular Simulations Inc.) ttf^) LT^f ^Sro t^Co Fa s V 

> Koasa^fiit^T) 7 ^ y mm tm? aRx/THF p(D7iy m.m^\ 

1 l,Z7^i-X^liZ7y^^> b L^ Mo d e 1 e rizXJjLfZo tfz. 
MMtLXiffi^y^^—yy • '/^■T^y • f-'—^-^^y^ (Brookhaven 
Protein Data Bank) (P DB) i^-ibTNF a (PDB I D : 1 TNF) 
SO'TNF/? (PDB IB : IT-NR) (DmUr-^ ^:XlJLfZo ?DB 
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id: ITNFU. TNF a<7)Hfi^<75^B^Bmjt<7)x-^'-C*0^ PDB 
id: lTNRll^ TNF/?i:TNFl^-t7°^-5 5 (DU^i$-(DB^B^M 

r-'$r(o^^^\mLfzo Mode 1 e r (Dm'^mmi''^<^x I om<D^r 

;^df-_ft/Hkft^m<7)x^^;^^-t5l^^•Er41f^c (PDF; Probability 
Density Function) t^J^^(D^^-m<^^^'^-^^S. (RMS; Root Mean 
Square) jS<7)fg:V'^^7';VN o . 3 5r F a s V > K^T^Vi: LT^^RLTto 
^11. i(7)J: ^ i,zLX^i%hntz¥ a s U :^'''> ^ "^-O^ x^v^r&H, 
F a s VBmi^<omm^'iftcofZo mm-^^^. ^y^}-3y^'y-? ^ -j 

^7.±Xi&W}-r^yy ].r^a.r-Cfe;5)QU ANTA/CHARMm (^V 
. v^j.ix-v3>X (Molecular Simulations) ttlSi) =£rffl^' 
±fETNFoC7)Hm^-e^);5.PDB ID : 1 T N FOl^i^M^il^. 
5!i(7)F a s -J K^y-7-<^*T';v^. TNF^^ v-<7)#^<7)-ti^*^ > 
h (^J.-^N'-'f >*°-X) L/^m, yf^^^ (Bad 

Contact) ^^I^IEt. J^^wv^'-co^ii-Mttm^r^f '^/c. F a s 'J 

Fas'J#>KA^T-> B^l-. C^?-s£vMi A-t > h . B-t^'-^ > 

c-fe^v > h iiD^f^-^-r^) o ^(Djf.'f-mur-'^ (fdb^:*---^-^ 
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mi 

F a s v y^'^m&<7)m^f. 

75 











# 


X 


Y 


Z 


OCC 


B 


ATOM 


1 


N 


ARG A 


1 


-1.389 


71.752 


-6.218 


1.00 


5.73 


ATOM 


2 


CA 


ARG A 


1 


-1.823 


72. 707 


-5. 191 


1.00 


5.73 


ATOM 

4 ft « S^i** 


3 


c 


ARG A 


1 


-0. 735 


72. 796 


-4.140 


1.00 


5.73 


ATOM 


4 


0 


ARG A 


1 


0.417 


72. 930 


-4.523 


1.00 


5.73 


ATOM 


5 


CB 


ARG A 


1 


-3. 207 


72. 348 


-4.642 


1.00 


5.73 


ATOM 


6 


CG 


ARG A 


1 


-4.345 


72. 778 


-5. 564 


1.00 


5.73 


ATOM 


7 


CD 


ARG A 


1 


-5. 708 


72. 545 


-4.915 


1.00 


5.73 


ATOM 


8 


NE 


ARG A 


1 


-6. 787 


72.989 


-5. 795 


1.00 


5.73 


ATOM 


9 


CZ 


ARG A 


1 


-7.819 


72. 166 


-6. 086 


1.00 


5.73 


ATOM 


10 


NHl 


ARG A 


1 


-8. 790 


72. 608 


-6. 883 


1.00 


5.73 


ATOM 


11 


NH2 ARG A 


1 


-7. 865 


70.928 


-5. 587 


1.00 


5.73 


ATOM 


12 


IH 


ARG A 


1 


-2. 006 


71.784 


-7. 053 


1.00 20.00 


ATOM 


13 


2H 


ARG A 


1 


-0.414 


72.022 


-6. 470 


1.00 20.00 


ATOM 


14 


3H 


ARG A 


1 


-1.374 


70. 790 


-5. 820 


1.00 20.00 


ATOM 


15 


HE 


ARG A 


1 


-6. 744 


73. 925 


-6. 147 


1.00 20.00 


ATOM 


16 


IHHl ARG A 


1 


-9. 573 


72. 032 


-7.119 


1.00 20.00 


ATOM 


17 2HH1 ARC A 


1 


-8. 753 


73.531 


-7.268 


1.00 20.00 


ATOM 


18 1HH2 ARC A 


1 


-8. 635 


70.316 


-5.767 


1.00 20.00 


ATOM 


19 2HH2 ARG A 


1 


-7.118 


70. 572 


-5.022 


1.00 20.00 


ATOM 


20 


N 


LYS A 


2 


-1.115 


72.708 


-2.849 


1.00 19.49 
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ATOM 


21 


CA 


LYS A 


2 


ATOM 


22 


C 


LYS A 


2 


ATOM 


23 


0 


LYS A 


2 


ATOM 


24 


CB 


LYS A 


2 


ATOM 


25 


CG 


LYS A 


2 


ATOM 


26 


CD 


LYS A 


2 


ATOM 


27 


CE 


LYS A 


2 


ATOM 


28 


NZ 


LYS A 


2 


ATOM 


29 


H 


LYS A 


2 


ATOM 


30 IHZ 


LYS A 


2 


ATOM 


31 


2HZ 


LYS A 


2 


ATOM 


32 3HZ 


LYS A 


2 


ATOM 


33 


N 


VAL A 


3 


ATOM 


34 


CA 


VAL A 


3 


ATOM 


35 


C 


VAL A 


3 


ATOM 


36 


0 


VAL A 


3 


ATOM 


37 


CB 


VAL A 


3 


ATOM 


38 


CGI VAL A 


3 



ATOM 39 CG2 VAL A 3 

ATOM 40 H VAL A 3 

ATOM 41 N ALA A 4 

ATOM 42 CA ALA A 4 

ATOM 43 C ALA A 4 

ATOM 44 0 ALA A 4 
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-0.107 72.844 -1.798 1.00 19.49 
0.758 71.626 -1.728 1.00 19.49 
0.263 70.508 -1.652 1.00 19.49 
-0.703 73.023 -0.403 1.00 19.49 
-1.476 74.314 -0.180 1.00 19.49 
-2.836 74.287 -0.849 1.00 19.49 
-3.607 7.S.534 -0.513 1.00 19.49 
-3.410 76.656 -1.439 1.00 19.49 
-2.031 72.441 -2.559 1.00 20.00 
-4.257 77.263 -1.299 1.00 20.00 
-2.532 77.166 -1.216 1.00 20.00 
-3.404 76.329 -2.424 1.00 20.00 
2.059 71.908 -1.797 1.00 4.59 
3.037 70.833 -1.778 1.00 4.59 
4.182 71.303 -0.907 1.00 4.59 
4.460 72.496 -0.816 1.00 4.59 
3.496 70.493 -3.215 1.00 4.59 
4.575 69.408 -3.278 1.00 4.59 
2.311 70.071 -4.087 1.00 4.59 
2.389 72.853 -1.800 1.00 20.00 
4.801 70.306 -0.271 1.00 5.22 
6.025 70.518 0.478 1.00 5.22 
6.854 69.270 0.324 1.00 5.22 
6.323 68.166 0.274 1.00 5.22 
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1.963 1.00 5.22 

-0.377 1.00 20.00 

0.259 1.00 4.76 

0.340 1.00 4.76 

0.995 1.00 4.76 

0.402 1.00 4.76 

-1.057 1.00 4.76 

-0.935 1.00 4.76 

-0.856 1.00 4.76 

-0.853 1.00 4.76 

-0.722 1.00 4.76 

-0.719 1.00 4.76 

0.202 1.00 20.00 

-0.893 1.00 20.00 

2.199 1.00 6.04 

2.981 1.00 6.04 

3.272 1.00 6.04 

3.412 1.00 6.04 

4.348 1.00 6.04 

4.321 1.00 6.04 

5.745 1.00 6.04 

3.495 1.00 6.04 

2.590 1.00 20.00 

3.408 1.00 3.03 
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23.766 68.217 13.483 1.00 14.76 
20.841 69.520 12.478 1.00 14.76 
20.117 70.231 13.487 1.00 14.76 
23.078 68.625 11.004 1.00 20.00 
19.207 70.232 13.210 1.00 20.00 
22.710 69.622 14.916 1.00 14.62 
23.259 68=873 16.045 1.00 14.62 
22.596 67.516 16.200 1.00 14.62 
21.487 67.300 15.738 1.00 14.62 
23.140 69.684 17.336 1.00 14.62 
23.873 71.022 17.256 1.00 14.62 
23.890 71.764 18.596 1.00 14.62 
24.74 1 72.954 18.530 1.00 14.62 
26.079 72.866 18.718 1.00 14.62 
26.832 73.955 18.580 1.00 14.62 
26.647 71.703 19.037 1.00 14.62 
21.993 70.317 14.993 1.00 20.00 
24.299 73.819 18.289 1.00 20.00 
27.824 73.921 18.702 1.00 20.00 
26.415 74.834 18.348 1.00 20.00 
27.634 71.610 19.161 1.00 20.00 
26.077 70.890 19.157 1.00 20.00 
23.304 66.613 16.896 1.00 5.58 
22.754 65.263 17.042 1.00 5.58 
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21.436 65.109 17.792 1.00 5.58 
20.787 64.074 17.725 1.00 5.58 
23.817 64.357 17.654 1.00 5.58 
25.103 64.770 17.172 1.00 5.58 
24.270 66.737 17.123 1.00 20.00 
25.612 63.974 17.078 1.00 20.00 
21.074 66.181 18.524 1.00 11.01 
19.750 66.148 19.147 1.00 11.01 
18.545 66.382 18.225 1.00 11.01 
17.669 65.533 18.172 1.00 11.01 
19.685 67.011 20.420 1.00 11.01 
20.747 66.686 21.473 1.00 11.01 
20.601 67.740 22.927 1.00 11.01 
18.959 67.225 23.457 1.00 11.01 
21.654 66.991 18.538 1.00 20.00 
18.467 67.542 17.508 1.00 6.76 
17.278 67.737 16.668 1.00 6.76 
17.336 67.088 15.288 1.00 6.76 
18.366 66.988 14.636 1.00 6.76 
17.205 69.262 16.583 1.00 6.76 
18.666 69.706 16.546 1.00 6.76 
19.336 68.721 17.496 1.00 6.76 
16.124 66.718 14.845 1.00 6.37 
15.919 66.590 13.404 1.00 6.37 
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15.330 67,895 12.927 1.00 6.37 
14.283 68.315 13.399 1.00 6.37 
14.948 65.447 13.094 1.00 6.37 
14.792 65.085 11.612 1.00 6.37 
16.115 64.679 10.956 1.00 6.37 
13.719 64.012 11.424 1.00 6.37 
15. 332 66. 774 15. 449 1 . 00 20. 00 
16.051 68.537 12.005 1.00 14.08 
15.485 69.803 11.562 1.00 14.08 
15.250 69.762 10.073 1.00 14.08 
15.974 69.085 9.353 1.00 14.08 
16.398 70.960 11.964 1.00 14.08 
15.640 72.251 12.305 1.00 14.08 
16.589 73.436 12.387 1.00 14.08 
17.778 73.270 12.652 1.00 14.08 
16.177 74.559 12.109 1.00 14.08 
16.873 68.153 11.585 1.00 20.00 
14.198 70.475 9.654 1.00 6.20 
13.914 70.460 8.224 1.00 6.20 
14.463 71.678 7.511 1.00 6.20 
14.779 72.689 8.129 1.00 6.20 
12.411 70.326 7.984 1.00 6.20 
11.882 69.013 8.517 1.00 6.20 
10.955 68.849 9.558 1.00 6.20 
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12.215 67.672 
10.707 67.532 
11.460 66.767 
13.072 67.161 
11.597 65.374 
13.198 65.767 
12.464 64.877 
13.691 71.069 
10.109 67.179 
14.553 71.530 
15.101 72.623 
14.370 72.847 
13.839 71.906 
16. 573 72. 359 
17.460 73.452 
18.919 73.191 
19.233 72.953 
19.741 73.238 
14.410 70.630 
14.415 74.133 
13.739 74.576 
14.628 74.779 
14.264 74.520 
12.921 75.854 
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8.093 1.00 6.20 

9.795 1.00 6.20 

8.913 1.00 6.20 

7.097 1.00 6.20 

8.732 1.00 6.20 

6.923 1.00 6.20 

7.736 1.00 6.20 

10.277 1.00 20.00 

10.486 1.00 20.00 

6.181 1.00 5.13 

5.385 1.00 5.13 

4.082 1.00 5.13 

3.505 1.00 5.13 

5.094 1.00 5.13 

5.688 1.00 5.13 

5.367 1.00 5.13 

4.202 1.00 5.13 

6.281 1.00 5.13 

5.764 1.00 20.00 

3.664 1.00 13.73 

2.440 1.00 13.73 

1.224 1.00 13.73 

0.083 1.00 13.73 

2.658 1.00 13.73 
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213 CG ASP A 21 

214 ODl ASP A 21 

215 0D2 ASP A 21 

216 H ASP A 21 

217 N TOR A 22 

218 CA THR A 22 

219 C Tm. A 22 

220 0 THR A 22 

221 CB THR A 22 

222 OGl THR A 22 

223 CG2 THR A 22 

224 H THR A 22 

225 HGl THR A 22 

226 N TYR A 23 

227 CA TYR A 23 

228 C TYR A 23 

229 0 TYR A 23 

230 CB TYR A 23 

231 CG TYR A 23 

232 CDl TYR A 23 

233 CD2 TYR A 23 

234 CEl TYR A 23 

235 CE2 TYR A 23 

236 CZ TYR A 23 



12.016 75.767 3.873 1.00 13.73 
11.748 76.809 4.465 1.00 13.73 
11.587 74.672 4.233 1.00 13.73 
14.787 74.814 4.289 1.00 20.00 
15.840 75.265 1.494 1.00 11.65 
16.637 75.591 0.315 1.00 11.65 
17.551 74.473 -0.160 1.00 11.65 
18.772 74.519 -0.079 1.00 11.65 
17.345 76.931 0.534 1.00 11.65 
16.385 77.868 1.043 1.00 11.65 
17.992 77.488 -0.740 1.00 11.65 
16.146 75.452 2.424 1.00 20.00 
16.826 78.699 1.148 1.00 20.00 
16.867 73.447 -0.685 1.00 6.57 
17.600 72.318 -1.247 1.00 6.57 
17.037 71.987 -2.616 1.00 6.57 
15.911 72.348 -2.931 1.00 6.57 
17.557 71.133 -0.264 1.00 6.57 
18.370 69.948 -0.741 1.00 6.57 
17.700 68.824 -1.269 1.00 6.57 
19.776 70.002 -0.552 1.00 6.57 
18.456 67.738 -1.741 1.00 6.57 
20.532 68.913 -1.117 1.00 6.57 
19.862 67.799 -1.664 1.00 6.57 
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1.00 


5.38 


ATOM 


250 


CGI 


ILE A 


25 


14.683 


68.204 


-6. 729 


1.00 


5.38 


ATOM 


251 


CG2 


ILE A 


25 


12.320 


68. 814 


-6.063 


1.00 


5.38 


ATOM 


252 


GDI 


ILE A 


25 


14. 563 


66. 862 


-7.442 


1.00 


5.38 


ATOM 


253 


H 


ILE A 


25 


16. 152 


68. 987 


-3.950 


1.00 20.00 


ATOM 


254 


N 


VAL A 


26 


13.545 


70. 828 


-2.791 


1.00 


4.68 


ATOM 


255 


CA 


VAL A 


26 


12.714 


71.139 


-1.645 


1.00 


4.68 


ATOM 


256 


C 


VAL A 


26 


11.801 


72.307 


-1.948 


LOO 


4.68 


ATOM 


257 


0 


VAL A 


26 


12. 200 


73. 343 


-2.466 


1.00 


4.68 


ATOM 


258 


CB 


VAL A 


26 


13. 583 


71.364 


-0.411 


1.00 


4.68 


ATOM 


259 


CGI VAL A 


26 


12.770 


71.947 


0.726 


1.00 


4.68 


ATOM 


260 


CG2 VAL A 


26 


14.214 


70. 049 


0. 040 


1.00 


4.68 



wo 98/10070 



ATOM 


261 


H 


VAL A 


26 


ATOM 


262 


N 


LEU A 


27 


ATOM 


263 


CA 


LEU A 


27 


ATOM 


264 


C 


LEU A 


27 


ATOM 


265 


0 


LEU A 


27 


ATOM 


266 


CB 


LEU A 


27 


ATOM 


267 


CG 


LEU A 


27 


ATOM 


268 


CDl 


LEU A 


27 


ATOM 


269 


CD2 LEU A 


27 


ATOM 


270 


H 


LEU A 


27 


ATOM 


271 


N 


LEU A 


28 


KikM 


0*70 


CA 


LEU A 


9R 


ATOM 


273 


C 


LEU A 


28 


ATOM 


274 


0 


LEU A 


28 


ATOM 


275 


CB 


LEU A 


28 


ATOM 


276 


CG 


LEU A 


28 



ATOM 277 CDl LEU A 28 

ATOM 278 CD2 LEU A 28 

ATOM 279 H LEU A 28 

ATOM 280 N SER A 29 

ATOM 281 CA SER A 29 

ATOM 282 C SER A 29 

ATOM 283 0 SER A 29 

ATOM 284 CB SER A 29 
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14.148 71.536 -3.170 1.00 20.00 
10.517 72.036 -1.668 1.00 5.09 
9.501 72.981 -2.119 1.00 5.09 
8.486 73.335 -1.082 1.00 5.09 
8.301 72.647 -0.082 1.00 5.09 
8.710 72.440 -3.294 1.00 5.09 
9.651 71. 772 -4,264 LOO 5.09 
9.013 70.489 -4.783 1.00 5.09 

10.301 72.777 -5.224 1.00 5.09 

10.302 71.172 -1.210 1.00 20.00 
7.815 74.434 -1.464 1.00 7.30 
6.781 75.058 -0.666 1.00 7.30 
5.743 75.691 -1.577 1.00 7.30 
6.092 76.467 -2.457 1.00 7.30 
7.456 76.136 0.181 1.00 7.30 
6.478 76.882 1.074 1.00 7.30 
5.697 75.875 1.898 1.00 7.30 
7.142 77.965 1.922 1.00 7.30 
8.075 74.917 -2.301 1.00 20.00 
4.472 75.373 -1.280 1.00 16.57 
3.392 76.107 -1.940 1.00 16.57 
2.221 76.367 -1.012 1.00 16.57 
1.327 75.543 -0.888 1.00 16.57 
2.894 75.353 -3.178 1.00 16.57 
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ATOM 


285 


OG 


SER A 


29 


3.993 


75.008 


-4.023 


1.00 16.57 


ATOM 


286 


H 


SER A 


29 


4.316 


74.571 


-0. 697 


1.00 20.00 


ATOM 


287 


HG 


SER A 


29 


3.640 


74.527 


-4.758 


1.00 20.00 


ATOM 


288 


N 


GLY A 


30 


2.248 


77.534 


-0.342 


1.00 4.20 


ATOM 


289 


CA 


GLY A 


30 


1.116 


77.838 


0.544 


1.00 4.20 


ATOM 


290 


C 


GLY A 


30 


1.203 


77.273 


1.958 


1.00 4.20 


ATOM 


291 


0 


GLY A 


30 


0. 622 


77.781 


2.906 


1.00 4.20 


ATOM 


292 


H 


GLY A 


30 


3.028 


78.156 


-0.418 


1.00 20.00 


ATOM 


293 


N 


VAL A 


31 


1.980 


76. 187 


2.068 


1.00 3.10 


ATOM 


294 


CA 


VAL A 


31 


2.296 


75. 687 


3.406 


1.00 3.10 


ATOM 


295 


C 


VAL A 


31 


3.237 


76. 702 


4.061 


1.00 3.10 


ATOM 


296 


0 


VAL A 


31 


3.778 


77. 570 


3.384 


1.00 3.10 


ATOM 


297 


CB 


VAL A 


31 


2.908 


74.273 


3.233 


1.00 3.10 


ATOM 


298 


CGI 


VAL A 


31 


3.349 


73. 565 


4.517 


1.00 3.10 


ATOM 


299 


CG2 VAL A 


31 


1.948 


73.386 


2.437 


1.00 3.10 


ATOM 


300 


H 


VAL A 


31 


2.496 


75.876 


1.275 


1.00 20.00 


ATOM 


301 


N 


LYS A 


32 


3.419 


76. 589 


5.377 


1.00 18.46 


ATOM 


302 


CA 


LYS A 


32 


4.512 


77. 387 


5.919 


1.00 18.46 


ATOM 


303 


C 


LYS A 


32 


5. 317 


76. 556 


6.881 


1.00 18.46 


ATOM 


304 


0 


LYS A 


32 


4.778 


75. 698 


7.565 


1.00 18.46 


Km 


305 


CB 


LYS A 


32 


3. 975 


78.564 


6.573 


1.00 18.46 


ATOM 


306 


CG 


LYS A 


32 


5.064 


79.664 


6.979 


1.00 18.46 


ATOM 


307 


CD 


LYS A 


32 


4.486 


80. 949 


7.559 


1.00 18.46 


ATOM 


308 


CE 


LYS A 


32 


3.612 


80. 698 


8.786 


1.00 18.46 
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ATOM 309 NZ LYS A 32 

ATOM 310 H LYS A 32 

ATOM 311 IHZ LYS A 32 

ATOM 312 2HZ LYS A 32 

ATOM 313 3HZ LYS A 32 

ATOM 314 N TYR A 33 

ATOM 315 CA TYR A 33 

ATOM 316 C TYR A 33 

ATOM 317 0 TYR A 33 

ATOM 318 CB TYR A 33 

ATOM 319 CG TYR A 33 

ATOM 320 CDl TYR A 33 

ATOM 321 CD2 TYR A 33 

ATOM 322 CEl TYR A 33 

ATOM 323 CE2 TYR A 33 

ATOM 324 CZ TYR A 33 

ATOM 325 OH TYR A 33 

ATOM 326 H TYR A 33 

ATOM 327 HH TYR A 33 

ATOM 328 N LYS A 34 

ATOM 329 CA LYS A 34 

ATOM 330 C LYS A 34 

ATOM 331 0 LYS A 34 

ATOM 332 CB LYS A 34 



90 

3.014 81.976 9.189 1.00 18.46 

2.890 75.938 5.925 1.00 20.00 

2.376 81.823 9.995 1.00 20.00 

3.769 82.643 9.447 1.00 20.00 

2.473 82.359 8.387 1.00 20.00 

6.623 76.837 6.903 1.00 6.60 

7.411 76.135 7.906 1.00 6.60 

7.557 76.987 9.133 1.00 6.60 

7.743 78.196 9.059 1.00 6.60 

8.765 75.728 7.327 1.00 6.60 

8.503 75.070 5.997 1.00 6.60 

8.852 75.754 4.819 1.00 6.60 

7.878 73.810 5.974 1.00 6.60 

8.566 75.159 3.581 1.00 6.60 

7.555 73.235 4.739 1.00 6.60 

7.901 73.918 3.562 1.00 6.60 

7.546 73.347 2.360 1.00 6.60 

7.036 77.555 6.344 1.00 20.00 

8.135 72.630 2.144 1.00 20.00 

7.421 76.307 10.272 1.00 11.73 

7.606 77.087 11.484 1.00 11.73 

8.708 76.511 12.360 1.00 11.73 

9.847 76.398 11.928 1.00 11.73 

6.245 77.314 12.154 1.00 11.73 
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ATOM 


333 


CG 


LYS A 


34 


6.241 


78. 556 


13.045 


1.00 11.73 


ATOM 


334 


CD 


LYS A 


34 


4.886 


78. 804 


13. 698 


1.00 


11.73 


ATOM 


335 


CE 


LYS A 


34 


4.936 


80. 002 


14.643 


1.00 


11.73 


ATOM 


336 


NZ 


LYS A 


34 


3. 589 


80. 254 


15.171 


1.00 11.73 


ATOM 


337 


H 


LYS A 


34 


7.171 


75. 336 


10. 244 


1.00 20.00 


ATOM 


338 


IHZ 


LYS A 


34 


3.625 


81.026 


15. 866 


1.00 20.00 


ATOM 


339 


2HZ 


LYS A 


34 


2.962 


80. 522 


14.387 


1.00 20.00 


ATOM 


340 3HZ 


LYS A 


34 


3.221 


79.390 


15, 620 


1.00 20.00 


ATOM 


341 


N 


LYS A 


35 


8.357 


76.118 


13.597 


1.00 


6.70 


ATOM 


342 


CA 


LYS A 


35 


9.396 


75.517 


14.429 


1.00 


6.70 


ATOM 


343 


C 


LYS A 


35 


9. 571 


74.038 


14. 124 


1.00 


6.70 


ATOM 


344 


0 


LYS A 


35 


9. 171 


73. 168 


14.883 


1.00 


6.70 


ATOM 


345 


CB 


LYS A 


35 


9.069 


75.758 


15.904 


1.00 


6.70 


ATOM 


346 


CG 


LYS A 


35 


8. 944 


77.244 


16.255 


1.00 


6. 70 


ATOM 


347 


CD 


LYS A 


35 


8.458 


77.457 


17.690 


1.00 


6.70 


ATOM 


348 


CE 


LYS A 


35 


8. 340 


78.933 


18.071 


1.00 


6.70 


ATOM 


349 


NZ 


LYS A 


35 


7. 794 


79. 038 


19.432 


1.00 


6.70 


ATOM 


350 


H 


LYS A 


35 


7.414 


76.121 


13.921 


1.00 20.00 


ATOM 


351 


IHZ 


LYS A 


35 


7.760 


80. 036 


19.723 


1.00 20.00 


ATOM 


352 2HZ 


LYS A 


35 


6.837 


78.632 


19.456 


1.00 20.00 


ATOM 


353 3HZ 


LYS A 


35 


8.404 


78. 508 


20.088 


1.00 20.00 


ATOM 


354 


N 


GLY A 


36 


10. 159 


73. 807 


12. 936 


1.00 


3.55 


ATOM 


355 


CA 


GLY A 


36 


10. 359 


72.429 


12.478 


1.00 


3.55 


ATOM 


356 


C 


GLY A 


36 


9.086 


71.673 


12.118 


1.00 


3.55 



wo 98/10070 



PCT/JP97/02983 



92 



ATOM 


357 


0 


GLY A 


36 


9.016 


70.453 


12.190 


1.00 


3.55 


ATOM 


358 


H 


GLY A 


36 


10.443 


74.595 


12.382 


1.00 20.00 


ATOM 


359 


N 


GLY A 


37 


8.072 


72.461 


11.724 


1.00 


4.03 


ATOM 


360 


CA 


GLY A 


37 


6.797 


71.810 


11.446 


1.00 


4.03 


ATOM 


361 


C 


GLY A 


37 


6.030 


72.498 


10. 347 


1.00 


4.03 


ATOM 


362 


0 


GLY A 


37 


6.312 


73.643 


10. 005 


1.00 


4.03 


ATOM 


363 


H 


GLY A 


on 


8. 173 


73.450 


11.645 


1.00 20.00 


ATOM 


364 


N 


LEU A 


38 


5v 072 


71.731 


9.802 


1.00 


5.45 


ATOM 


365 


CA 


LEU A 


38 


4.345 


72.259 


8.648 


1.00 


5.45 


ATOM 


366 


C 


LEU A 


38 


3.006 


72.827 


9.040 


1.00 


5.45 


ATOM 


367 


0 


LEU A 


38 


2.233 


72.175 


9.723 


1.00 


5.45 


ATOM 


368 


CB 


LEU A 


38 


4.081 


71.208 


7.560 


1.00 


5.45 


ATOM 


369 


CG 


LEU A 


38 


5.222 


70. 280 


7.134 


1.00 


5.45 


ATOM 


370 


GDI LEU A 


38 


4.986 


69.731 


5.731 


1.00 


5.45 


ATOM 


371 


CD2 LEU A 


38 


6.603 


70.906 


7.206 


1.00 


5.45 


ATOM 


372 


H 


LEU A 


38 


4.872 


70.831 


10.201 


1.00 20.00 


ATOM 


373 


N 


VAL A 


39 


2.762 


74.052 


8.560 


1.00 


2.74 


ATOM 


374 


CA 


VAL A 


39 


1.428 


74.630 


8.718 


1.00 


2.74 


ATOM 


375 


C 


VAL A 


39 


0.601 


74.393 


7.469 


1.00 


2.74 


ATOM 


376 


0 


VAL A 


39 


1.009 


74.750 


6.369 


1.00 


2.74 


ATOM 


377 


CB 


VAL A 


39 


1.511 


76. 139 


8.992 


1.00 


2.74 


ATOM 


378 


CGI VAL A 


39 


0.146 


76. 704 


9.401 


1.00 


2.74 


ATOM 


379 


CG2 VAL A 


39 


2.595 


76.487 


10.013 


1.00 


2.74 


ATOM 


380 


H 


VAL A 


39 


3.474 


74.512 


8.029 


1.00 20.00 
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ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 




381 


N 


ILE A 


40 


382 


CA 


ILE A 


40 


383 


C 


ILE A 


40 


384 


0 


ILE A 


40 


385 


CB 


ILE A 


40 


386 


CGI 


ILE A 


40 


387 


CG2 


ILE A 


40 


388 


CDl 


ILE A 


40 


389 


H 


ILE A 


40 


390 


N 


ASN A 


41 


391 


CA 


ASN A 


41 


392 


C 


ASN A 


41 


393 


0 


ASN A 


41 


394 


CB 


ASN A 


41 


395 


CG 


ASN A 


41 


396 


ODl 


ASN A 


41 


397 


ND2 


ASN A 


41 


398 


H 


ASN A 


41 


399 


1HD2 


ASN A 


41 


400 2HD2 


ASN A 


41 


401 


N 


GLU A 


42 


402 


CA 


GLU A 


42 


403 


C 


GLU A 


42 


404 


0 


GLU A 


42 
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-0. 574 73. 782 

-1.419 73.524 

-2. 281 74. 721 

-2.953 75.347 

-2. 234 72. 225 

-1.310 71.002 

-3.290 72.032 

-0.602 70.638 

-0.836 73.498 

-2.205 75.014 

-2.949 76.147 

-4.450 75.933 

-5.246 76.807 

-2. 364 76. 513 

-2. 784 77. 887 

-1.976 78.785 

-4.069 78.015 

-1.593 74.459 

-4.779 77.322 

-4.339 78.895 

-4.813 74.765 

-6.216 74.615 

-6.790 73.304 

-6. 080 72. 368 



PCT/JP97/02983 

7.679 1.00 15.04 

6.512 1.00 15.04 

6.119 1.00 15.04 

6.928 1.00 15.04 

6.707 1.00 15.04 

6.665 1.00 15.04 
5.615 1.00 15.04 
7.970 1.00 15.04 
8.609 1.00 20.00 
4.808 1.00 16.19 
4.249 1.00 1 6.19 
4.126 1.00 16.19 
4.443 1.00 16.19 
2.878 1.00 16.19 
2.355 1.00 16.19 
2.188 1.00 16.19 

2.001 1.00 16.19 
4.247 1.00 20.00 
2.122 1.00 20.00 
1.613 1.00 20.00 
3.577 1.00 4.33 
3.193 1.00 4.33 

3.666 1.00 4.33 

4.002 1.00 4.33 
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ATOM 405 CB GLU A 42 

ATOM 406 CG GLU A 42 

ATOM 407 CD GLU A 42 

ATOM 408 OEl GLU A 42 

ATOM 409 0E2 GLU A 42 

ATOM 410 H GLU A 42 



ATOM 


411 


N 


THR A 


43 


ATOM 


412 


CA 


THR A 


43 


ATOM 


413 


C 


THR A 


43 


ATOM 


414 


0 


THR A 


43 


ATOM 


415 


CB 


THR A 


43 


ATOM 


416 


OGl 


THR A 


43 


ATOM 


417 


CG2 THR A 


43 


ATOM 


418 


H 


THR A 


43 


ATOM 


419 


HGl THR A 


43 


ATOM 


420 


N 


GLY A 


44 


ATOM 


421 


CA 


GLY A 


44 


ATOM 


422 


C 


GLY A 


44 


ATOM 


423 


0 


GLY A 


44 


ATOM 


424 


H 


GLY A 


44 


ATOM 


425 


N 


LEU A 


45 


ATOM 


426 


CA 


LEU A 


45 


ATOM 


427 


C 


LEU A 


45 


ATOM 


428 


0 


LEU A 


45 
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-6.372 74.715 1.672 LOO 4.33 
-6.946 76.041 1.145 1.00 4.33 
-6.707 76.142 -0.358 1.00 4.33 
-7.088 75.222 -1.087 1.00 4.33 
-6.089 77.124 -0.796 1.00 4.33 
-4.191 73.991 3.448 1.00 20.00 
-8.124 73.268 3.644 1.00 2.66 
-8.755 71.982 3.908 1.00 2.66 
-8.660 71.049 2.711 1.00 2.66 
-8.742 71.458 1.551 1.00 2.66 
-10.204 72.229 4.338 1.00 2.66 
-10.229 73.269 5.322 1.00 2.66 
-10.915 70.980 4.869 1.00 2.66 
-8.675 74.077 3.444 1.00 20.00 
-11.124 73.328 5.631 1.00 20.00 
-8.480 69.768 3.040 1.00 2.64 
-8.593 68.775 1.983 1.00 2.64 
-7.723 67.583 2.265 1.00 2.64 
-7.139 67.451 3.333 1.00 2.64 
-8.285 69.503 3.991 1.00 20.00 
-7.651 56.722 1.246 1.00 5.33 
-6.795 55.568 1.417 1.00 5.33 
-5.362 65.899 1.116 1.00 5.33 
-5.039 66.562 0.140 1.00 5.33 
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ATOM 


429 


CB 


LEU A 


45 


-7.292 


64.429 


0.543 


1.00 


5.33 


ATOM 


430 


CG 


LEU A 


45 


-8. 661 


63. 988 


1.046 


1.00 


5.33 


ATOM 


431 


CDl 


LEU A 


45 


-9.547 


63. 464 


-0. 073 


1.00 


5.33 


ATOM 


432 


CD2 LEU A 


45 


-8. 540 


63.031 


2.227 


1.00 


5.33 


ATOM 


433 


H 


LEU A 


45 


-8. 096 


66. 902 


0.366 


1.00 20.00 


ATOM 


434 


N 


TYR A 


46 


-4.524 


65.406 


2.019 


1.00 


3. 53 


ATOM 


435 


CA 


TYR A 


46 


-3. 103 


65.518 


1.767 


1.00 


3. 53 


ATOM 


436 


C 


TYR A 


46 


-2. 514 


64.135 


1.830 


1.00 


3.53 


ATOM 


437 


0 


TYR A 


46 


-2. 907 


63. 306 


2.645 


1.00 


3.53 


ATOM 


438 


CB 


TYR A 


46 


-2.433 


66.444 


2.791 


1.00 


3. 53 


ATOM 


439 


CG 


TYR A 


46 


-2. 815 


67.896 


2.581 


1.00 


3. 53 


ATOM 


440 


CDl 


TYR A 


46 


-4. 070 


68.372 


3.021 


1.00 


3.53 


ATOM 


441 


CD2 


TYR A 


46 


-1.885 


68.747 


1.952 


1.00 


3. 53 


ATOM 


442 


CEl 


TYR A 


46 


-4.405 


69.722 


2.821 


1.00 


3.53 


ATOM 


443 


CE2 TYR A 


46 


-2.215 


70. 099 


1.758 


1.00 


3.53 


ATOM 


444 


CZ 


TYR A 


46 


-3.471 


70. 571 


2.191 


1.00 


3.53 


ATOM 


445 


OH 


TYR A 


46 


-3.784 


71.902 


1.985 


1.00 


3.53 


ATOM 


446 


H 


TYR A 


46 


-4. 861 


64.899 


2.815 


1.00 20.00 


ATOM 


447 


HH 


TYR A 


46 


-3.042 


72.329 


1.581 


1.00 20.00 


ATOM 


448 


N 


PHE A 


47 


-1.551 


63. 930 


0. 930 


1.00 


3.38 


ATOM 


449 


CA 


PHE A 


47 


-0. 687 


62. 782 


1.134 


1.00 


3. 38 


ATOM 


450 


C 


PHE A 


47 


0. 524 


63. 235 


1.911 


1.00 


3.38 


ATOM 


451 


0 


PHE A 


47 


1.216 


64. 183 


1.553 


1.00 


3.38 


ATOM 


452 


CB 


PHE A 


47 


-0.319 


62. 144 


-0. 205 


1.00 


3.38 
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ATOM 


453 


CG 


PHE A 


47 


0.421 


60. 836 


-0. 024 


1.00 


3.38 


ATOM 


454 


GDI 


PHE A 


47 


-0. 317 


59. 645 


0. 143 


1.00 


3.38 


ATOM 


455 


CD2 PHE A 


47 


1.832 


60.816 


-0.043 


1.00 


3.38 


ATOM 


456 


CEl 


PHE A 


47 


0.358 


58.415 


0.265 


1.00 


3.38 


ATOM 


457 


CE2 PHE A 


47 


2.511 


59. 588 


0. 078 


1.00 


3.38 


ATOM 


458 


CZ 


PHE A 


47 


1.767 


58. 399 


0.221 


1.00 


3.38 


ATOM 


459 


H 


PHE A 


47 


-1.320 


64.645 


0.270 


1.00 20.00 


ATOM 


460 


N 


VAL A 


48 


0. 684 


62.519 


3.024 


1.00 


2.79 


ATOM 


461 


CA 


VAL A 


48 


1.767 


62.784 


3.956 


1.00 


2.79 


ATOM 


462 


C 


VAL A 


48 


2.778 


61.666 


3.834 


1.00 


2.79 


ATOM 


463 


0 


VAL A 


48 


2.439 


60. 507 


4.037 


1.00 


2.79 


ATOM 


464 


CB 


VAL A 


48 


1.176 


62.831 


5.373 


1.00 


2.79 


ATOM 


465 


CGI 


VAL A 


48 


2.228 


63. 144 


6.436 


1.00 


2.79 


ATOM 


466 


CG2 VAL A 


48 


-0. 015 


63. 792 


5.439 


1.00 


2.79 


ATOM 


467 


H 


VAL A 


48 


0.048 


61.766 


3.206 


1.00 20.00 


ATOM 


468 


N 


TYR A 


49 


4.015 


62.046 


3.491 


1.00 


3.73 


ATOM 


469 


CA 


TYR A 


49 


5.042 


61.011 


3.405 


1.00 


3.73 


ATOM 


470 


C 


TYR A 


49 


6.315 


61.442 


4.090 


1.00 


3.73 


ATOM 


471 


0 


TYR A 


49 


6.596 


62. 627 


4.212 


1.00 


3.73 


ATOM 


472 


CB 


TYR A 


49 


5.328 


60.612 


1.948 


1.00 


3.73 


MOM 


473 


CG 


TYR A 


49 


5.835 


61.784 


1.135 


1.00 


3.73 


ATOM 


474 


CDl TiR A 


49 


7.218 


62.059 


1.114 


1.00 


3.73 


ATOM 


475 


CD2 TYR A 


49 


4.907 


62.574 


0.429 


1.00 


3.73 


ATOM 


476 


CEl TYR A 


49 


7.681 


63. 168 


0. 391 


1.00 


3.73 
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ATOM 


477 


CE2 TYR A 


49 


ATOM 


478 


CZ 


m. A 


49 


ATOM 


479 


OH 


TYR A 


49 


ATOM 


480 


H 


TYR A 


49 


ATOM 


481 


HH 


TYR A 


49 


ATOM 


482 


N 


SER A 


50 


ATOM 


483 


CA 


SER A 


50 


ATOM 


484 


C 


SER A 


50 


ATOM 


485 


0 


SER A 


50 


ATOM 


486 


CB 


SER A 


50 


ATOM 


487 


OG 


SER A 


50 


ATOM 


488 


H 


SER A 


50 


ATOM 


489 


HG 


SER A 


50 


ATOM 


490 


N 


LYS A 


51 


ATOM 


491 


CA 


LYS A 


51 


ATOM 


492 


C 


LYS A 


51 


ATOM 


493 


0 


LYS A 


51 


ATOM 


494 


CB 


LYS A 


51 


ATOM 


495 


CG 


LYS A 


51 


ATOM 


496 


CD 


LYS A 


51 


ATOM 


497 


CE 


LYS A 


51 


ATOM 


498 


NZ 


LYS A 


51 


ATOM 


499 


H 


LYS A 


51 


ATOM 


500 


IHZ 


LYS A 


51 
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5.372 63.683 
6. 751 63. 966 
7.215 65.056 
4.241 63.009 
6.524 65.714 
7.083 60.431 
8. 379 60. 756 
9.300 59.563 
8.854 58.421 
8.204 61.253 
9.478 61.518 
6.782 59.477 
9.364 62.204 
10.598 59.871 
11.558 58.783 
12.786 59.177 
13. 278 60. 293 
11.932 58.249 
12.407 56.810 
12. 622 56. 035 
12.870 54.579 
13.340 53.861 
10.889 60.831 
13.415 52.845 



PCT/JP97/02983 

-0.293 1.00 3.73 
-0.301 1.00 3.73 
-1.010 1.00 3.73 
3.317 1.00 20.00 
-1.072 1.00 20.00 
4.508 1.00 5.02 
5.091 1.00 5.02 

5.031 1.00 5.02 
5.057 1.00 5.02 
6.529 1.00 5.02 
7.119 1.00 5.02 
4.413 1.00 20.00 
7.763 1.00 20.00 
4.945 1.00 6.04 

5.032 1.00 6.04 
5.813 1.00 6.04 
5.706 1.00 6.04 
3.649 1.00 6.04 
3.790 1.00 6.04 
2.507 1.00 6.04 
2.891 1.00 6.04 
1.710 1.00 6.04 
4.975 1.00 20.00 
1.891 1.00 20.00 
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ATOM 


501 2HZ LYS A 


51 


ATOM 


502 3HZ LYS A 


51 


ATOM 


503 


N VAL A 


52 


ATOM 


504 


CA VAL A 


52 


ATOM 


505 


C VAL A 


52 


ATOM 


506 


0 VAL A 


52 


ATOM 


50? 


CB VAX. A 


52 


ATOM 


508 


CGI VAL A 


52 


ATOM 


509 


CG2 VAL A 


52 


ATOM 


510 


H VAL A 


52 


ATOM 


511 


N TYR A 


53 


ATOM 


512 


CA TYR A 


53 


ATOM 


513 


C TYR A 


53 


ATOM 


514 


0 TYR A 


53 


ATOM 


515 


CB TYR A 


53 


ATOM 


516 


CG TYR A 


53 


ATOM 


517 


CDl TYR A 


53 


ATOM 


518 


CD2 TYR A 


53 


ATOM 


519 


CEl TYR A 


53 


ATOM 


520 


CE2 TYR A 


53 


ATOM 


521 


CZ TYR A 


53 


ATOM 


522 


OH TYR A 


53 


ATOM 


523 


H TYR A 


53 


ATOM 


524 


HH TYR A 


53 
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12.652 54.028 
14.259 54.234 
13. 246 58. 200 
14.492 58.383 
15.390 57.179 
14.962 56.050 
14.251 58.667 
13.746 60.087 
13.363 57.583 
12.756 57.326 
16.675 57.497 
17.683 56.448 
18.569 56.505 
18.938 57.561 
18. 568 56. 526 
17.789 56.086 
18.185 54.910 
16.689 56.855 
17.441 54.493 
15.948 56.439 
16.343 55.255 
15.634 54.879 
16.942 58.454 
15.854 55.548 



PCT/JP97/(0983 

0.949 1.00 20.00 
1.406 1.00 20.00 
6.611 1.00 4.38 
7.348 1.00 4.38 
7.244 1.00 4.38 
7.000 1.00 4.38 
8.826 1.00 4.38 
9.048 1.00 4.38 
9.435 1.00 4.38 
6.656 1.00 20.00 
7.446 1.00 6.58 
7.424 1.00 6.58 
8.625 1.00 6.58 
9.130 1.00 6.58 
6.186 1.00 6.58 
4.979 1.00 6.58 
4.322 1.00 6.58 
4.553 1.00 6.58 
3.215 1.00 6.58 
3.450 1.00 6.58 
2.798 1.00 6.58 
1.685 1.00 6.58 
7.570 1.00 20.00 
1.030 1.00 20.00 
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ATOM 


525 


N 


PHE A 


54 


18.891 


55. 284 


9.038 


1.00 


6.05 


ATOM 


526 


CA 


PHE A 


54 


19. 699 


55. 137 


10.229 


1.00 


6.05 


ATOM 


527 


C 


PHE A 


54 


20. 934 


54.352 


9.872 


1.00 


6.05 


ATOM 


528 


0 


PHE A 


54 


20. 853 


53.403 


9.102 


1.00 


6.05 


ATOM 


529 


CB 


PHE A 


54 


18. 892 


54.390 


11.294 


1.00 


6.05 


ATOM 


530 


CG 


PHE A 


54 


17. 501 


54.968 


11.470 


1.00 


6.05 


ATOM 


531 


CDl 


PHE A 


54 


16.381 


54. 136 


11.251 


1.00 


6.05 


ATOM 


532 


CD2 PHE A 


54 


17. 336 


56.313 


11.867 


1.00 


6.05 


ATOM 


533 


CEl PHE A 


54 


15. 086 


54.630 


11.499 


1.00 


6.05 


ATOM 


534 


CE2 PHE A 


54 


16. 044 


56.810 


12.111 


1.00 


6.05 


ATOM 


535 


CZ 


PHE A 


54 


14.935 


55.953 


11.962 


1.00 


6. 05 


ATOM 


536 


H 


PHE A 


54 


18. 560 


54.470 


8.556 


1.00 20.00 


ATOM 


537 


N 


ARG A 


55 


22. 059 


54.764 


10.456 


1.00 19.70 


ATOM 


538 


CA 


ARG A 


55 


23. 214 


53. 875 


10.457 


1.00 19.70 


ATOM 


539 


C 


ARG A 


55 


23. 770 


53. 786 


11.852 


1.00 


19. 70 


ATOM 


540 


0 


ARG A 


55 


23. 368 


54.498 


12. 762 


1.00 19.70 


ATOM 


541 


CB 


ARG A 


55 


24.326 


54.350 


9.515 


1.00 19.70 


ATOM 


542 


CG 


ARG A 


55 


25. 023 


53.313 


8.631 


1.00 19.70 


ATOM 


543 


CD 


ARG A 


55 


26. 080 


53. 934 


7.716 


1.00 19.70 


ATOM 


544 


NE 


ARG A 


55 


27. 229 


54.454 


8.465 


1.00 19.70 


ATOM 


545 


CZ 


ARG A 


55 


28. 227 


55.085 


7.803 


LOO 


19.70 


ATOM 


546 


NHl ARG A 


55 


29. 356 


55.401 


8.441 


1.00 19.70 


ATOM 


547 


NH2 ARG A 


55 


28. 077 


55. 393 


6.514 


1.00 19.70 


ATOM 


548 


H 


ARG A 


55 


22. 082 


55. 627 


10.971 


1.00 20.00 
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ATOM 549 HE ARG A 55 

ATOM 550 IHHl ARG A 55 

ATOM 551 2HH1 ARG A 55 

ATOM 552 1HH2 ARG A 55 

ATOM 553 2HH2 ARG A 55 

ATOM 554 N GLY A 56 

ATOM 555 CA GLY A 56 

ATOM 556 C GLY A 56 

ATOM 557 0 GLY A 56 

ATOM 558 H GLY A 56 

ATOM 559 N GLN A 57 

ATOM 560 CA GLN A 57 

ATOM 561 C GLN A 57 

ATOM 562 0 GLN A 57 

ATOM 563 CB GLN A 57 

ATOM 564 CG GLN A 57 

ATOM 565 CD GLN A 57 

ATOM 566 OEl GLN A 57 

ATOM 567 NE2 GLN A 57 

ATOM 568 H GLN A 57 

ATOM 559 1HE2 GLN A 57 

ATOM 570 2HE2 GLN A 57 

ATOM 571 N SER A 58 

ATOM 572 CA SER A 58 
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27.292 54.250 9.444 1.00 20.00 
30.074 55.929 7.985 1.00 20.00 
29.508 55.134 9.394 1.00 20.00 
28.856 55.594 5.913 1.00 20.00 
27.148 55.426 6.145 1.00 20.00 
24.762 52.907 11.954 1.00 3.53 
25.605 52.945 13.132 1.00 3.53 
26.750 52.008 12.892 1.00 3.53 
26.704 51.160 12.006 1.00 3.53 
24.906 52.215 11.243 1.00 20.00 
27.776 52.217 13.712 1.00 16.13 
28.824 51.219 13.717 1.00 16.13 
28.743 50.499 15.042 1.00 16.13 
28.468 51.129 16.057 1.00 16.13 
30.150 51.927 13.473 1.00 16.13 
31.262 50.961 13.088 1.00 16.13 
32.402 51.756 12.499 1.00 16.13 
32.914 52.710 13.066 1.00 16.13 
32.767 51.325 11.291 1.00 16.13 
27.763 52.914 14.428 1.00 20.00 
32.292 50.580 10.828 1.00 20.00 
33.548 51.796 10.886 1.00 20.00 
28.933 49.166 14.969 1.00 30.56 
28.718 48.335 16.155 1.00 30.56 



wo 9S/i0070 



ATOM 


573 


C 


SER A 


58 


ATOM 


574 


0 


SER A 


58 


ATOM 


575 


CB 


SER A 


58 


ATOM 


576 


OG 


SER A 


58 


ATOM 


577 


H 


SER A 


58 


ATOM 


578 


HG 


SER A 


58 


ATOM 


579 


N 


CYS A 


59 


ATOM 


580 


CA 


CYS A 


59 


ATOM 


581 


C 


CYS A 


59 


ATOM 


582 


0 


CYS A 


59 


ATOM 


583 


CB 


CYS A 


59 


ATOM 


584 


SG 


CYS A 


59 


ATOM 


585 


H 


CYS A 


59 


ATOM 


586 


N 


ASN A 


60 


ATOM 


587 


CA 


ASN A 


60 


ATOM 


588 


C 


ASN A 


60 


ATOM 


589 


0 


ASN A 


60 


ATOM 


590 


CB 


ASN A 


60 


ATOM 


591 


CG 


ASN A 


60 


ATOM 


592 


ODl ASN A 


60 


ATOM 


593 


ND2 ASN A 


50 


ATOM 


594 


H 


ASN A 


60 


ATOM 


595 


1HD2 ASN A 


60 


ATOM 


596 


2HD2 ASN A 


60 
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27. 278 48. 393 

26.435 49.079 

29.718 48.673 

31.030 48.790 

29.082 48.711 

31.560 49.229 

27. 008 47. 612 

25. 589 47. 502 

25. 271 47. 326 

25. 875 46. 536 

24. 977 46. 371 

25. 700 46. 151 

27.672 47.049 

24.275 48.129 

23. 832 48. 174 

22.321 48.085 

21.737 48.056 

24.264 49.489 

25.773 49.601 

26.572 49.312 

26.140 50.076 

23.781 48.668 

25. 478 50. 333 

27.119 50.181 



PCT/JP97/02983 

16.634 1.00 30.56 
16.059 1.00 30.56 
17.271 1.00 30.56 
16.710 1.00 30.56 
14.093 1.00 20.00 
17.360 1.00 20.00 
17.690 1.00 24.24 
17.977 1.00 24.24 
19.436 1.00 24.24 
20.152 1.00 24.24 
17.168 1.00 24.24 
15.517 1.00 24.24 
18.180 1.00 20.00 
19.823 1.00 8.07 
21.211 1.00 8.07 
21.167 1.00 8.07 
20.090 1.00 8.07 
21.882 1.00 8.07 
22.051 1.00 8.07 
21.172 1.00 8.07 
23.246 1.00 8.07 
19.143 1.00 20.00 
23.947 1.00 20.00 
23.412 1.00 20.00 
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ATOM 597 N ASN A 61 

ATOM 598 CA ASN A 61 

ATOM 599 C ASN A 61 

ATOM 600 0 ASN A 61 

ATOM 601 CB ASN A 61 

ATOM 602 CG ASN A 61 

ATOM 603 GDI ASN A 61 

ATOM 604 ND2 ASN A 61 

ATOM 605 H ASN A 61 

ATOM 606 1HD2 ASN A 61 

ATOM 607 2HD2 ASN A 61 

ATOM 608 N LEU A 62 

ATOM 609 CA LEU A 62 

ATOM 610 C LEU A 62 

ATOM 611 0 LEU A 62 

ATOM 612 CB LEU A 62 

ATOM 613 CG LEU A 62 

ATOM 614 CDl LEU A 62 

ATOM 615 CD2 LEU A 62 

ATOM 616 H LEU A 62 

ATOM 617 N PRO A 63 

ATOM 618 CA PRO A 63 

ATOM 619 C PRO A 63 

ATOM 620 0 PRO A 63 



21.697 48.056 22.352 1.00 15.42 
20.236 47.965 22.297 1.00 15.42 
19.573 49.326 22.249 1.00 15.42 
19.520 50.027 23.250 1.00 15.42 
19.672 47.170 23.479 1.00 15.42 
20.196 45.748 23.484 1.00 15.42 
20.062 44.988 22.534 1.00 15.42 
20.810 45.411 24.622 1.00 15.42 
22.191 48.206 23.207 1.00 20.00 
20.893 46.060 25.377 1.00 20.00 
21.180 44.488 24.701 1.00 20.00 
19.073 49.663 21.044 1.00 19.58 
18.378 50.943 20.858 1.00 19.58 
17.243 50.828 19.852 1.00 19.58 
17.453 50.470 18.701 1.00 19.58 
19.339 52.042 20.383 1.00 19.58 
20.243 52.637 21.468 1.00 19.58 
21.301 53.565 20.870 1.00 19.58 
19.439 53.332 22.570 1.00 19.58 
19.213 49.055 20.262 1.00 20.00 
16.009 51.127 20.323 1.00 9.44 
14.865 51.136 19.403 1.00 9.44 
14.814 52.410 18.571 1.00 9.44 
15.061 53.503 19.054 1.00 9.44 
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ATOM 


621 


CB 


PRO A 


ATOM 


622 


CG 


PRO A 


ATOM 


623 


CD 


PRO A 


ATOM 


624 


N 


LEU A 


ATOM 


625 


CA 


LEU A 


ATOM 


626 


C 


LEU A 


ATOM 


627 


0 


LEU A 


ATOM 


628 


CB 


LEU A 


ATOM 


629 


CG 


LEU A 


ATOM 


630 


CDl 


LEU A 


ATOM 


631 


CD2 


LEU A 


ATOM 


632 


H 


LEU A 


ATOM 


633 


N 


SER A 


ATOM 


634 


CA 


SER A 


ATOM 


635 


C 


SER A 


ATOM 


636 


0 


SER A 


ATOM 


637 


CB 


SER A 


ATOM 


638 


OG 


SER A 


ATOM 


639 


H 


SER A 


ATOM 


640 


HG 


SER A 


Kim 


641 


N 


HIS A 


ATOM 


642 


CA 


HIS A 


ATOM 


643 


C 


HIS A 


ATOM 


644 


0 


HIS A 
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63 


13.691 


51.016 


63 


14. 150 


51.758 


63 


15.641 


51.439 


64 


14.475 


52.225 


64 


14.438 


53.428 


64 


13. 001 


53.773 


64 


12. 226 


52.890 


64 


15.228 


53.219 


64 


16. 355 


52.172 


64 


16.845 


51.816 


64 


17.513 


52.528 


64 


14.263 


51.328 


65 


12.655 


55. 059 


65 


11.281 


55. 367 


65 


11.171 


56.506 


65 


12.012 


57. 393 


65 


10.410 


55. 598 


65 


10.714 


56. 856 


65 


13. 262 


55. 762 


65 


10. 513 


56. 776 


66 


10. 086 


55.430 


66 


9. 823 


57. 498 


66 


8.350 


57. 820 


66 


7.555 


57. 029 
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20. 377 


1. 


00 


9.44 


21.634 


1.00 


9.44 


21.702 


1. 


00 


9.44 


17.289 


1. 


00 


5.10 


16.462 


1. 


00 


5.10 


16. 136 


1.00 


5.10 


15.781 


1. 


00 


5.10 


15.162 


1. 


00 


5.10 


15.218 


1. 


00 


5.10 


13.819 


1. 


00 


5.10 


16. 152 


1. 


CO 


5.10 


16.897 


1. 


00 20.00 


16.259 


1. 


00 


3.51 


15.885 


1. 


00 


3.51 


14.900 


1. 


00 


3.51 


14.846 


1. 


00 


3.51 


17. 124 


1 


,00 


3.51 


17.733 


1 


.00 


3.51 


16.640 


1 


.00 20.00 


18. 656 


1 


.00 20.00 


14.119 


1 


.00 11.85 


13.168 


1 


.00 


1L85 


13. 094 


1 


.00 


11.85 


12.600 


1 


.00 


11.85 
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ATOM 645 CB HIS A 66 

ATOM 646 CG HIS A 66 

ATOM 647 NDl HIS A 66 

ATOM 648 CD2 HIS A 66 

ATOM 649 CEl HIS A 66 

ATOM 650 NE2 HIS A 66 

ATOM 651 H HIS A 66 



ATOM 


652 


HDl HIS A 


66 


ATOM 


653 


N 


LYS A 


67 


ATOM 


654 


CA 


LYS A 


67 


ATOM 


655 


C 


LYS A 


67 


ATOM 


656 


0 


LYS A 


67 


ATOM 


657 


CB 


LYS A 


67 


ATOM 


658 


CG 


LYS A 


67 


ATOM 


659 


CD 


LYS A 


67 


ATOM 


660 


CE 


LYS A 


67 


ATOM 


661 


NZ 


LYS A 


67 


ATOM 


662 


H 


LYS A 


67 


ATOM 


663 


IHZ 


LYS A 


67 


ATOM 


664 


2HZ 


LYS A 


67 


ATOM 


665 3HZ 


LYS A 


67 


ATOM 


666 


N 


VAL A 


68 


ATOM 


667 


CA 


VAL A 


68 


ATOM 


668 


C 


VAL A 


68 
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10.332 57.106 11.790 1.00 11.85 
10.130 58.286 10.882 1.00 11.85 
9.149 58.363 9.972 1.00 11.85 
10.886 59.453 10.842 1.00 11.85 
9.287 59.565 9.347 1.00 11.85 
10.354 60.234 9.880 1.00 11.85 
9.501 55.619 14.167 1.00 20.00 
8.428 57.723 9.829 1.00 20.00 
8.015 58.998 13.627 1.00 4.98 
6.585 59.239 13.777 1.00 4.98 
6.167 60.608 13.274 1.00 4.98 
6.827 61.614 13.518 1.00 4.98 
6.188 59.042 15.243 1.00 4.98 
6.638 57.722 15.891 1.00 4.98 
6.505 57.778 17.413 1.00 4.98 
6.776 56.478 18.170 1.00 4.98 
5.640 56.223 19.074 1.00 4.98 
8.700 59.656 13.955 1.00 20.00 
5.658 55.261 19.454 1.00 20.00 
5.565 56.935 19.825 1.00 20.00 
4.766 56.262 18.502 1.00 20.00 
5.036 60.585 12.550 1.00 3.61 
4.409 61.824 12.099 1.00 3.61 
3.206 62.128 12.970 1.00 3.61 
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2.331 61.288 13.159 1.00 3.61 
3.984 61.713 10.627 1.00 3.61 
3.409 63.031 10.092 1.00 3.61 
5.133 61.192 9.759 1.00 3.61 
4.549 59.718 12.441 1.00 20.00 
3.223 63.358 13.494 1.00 4.98 
2.180 63.799 14.410 1.00 4.98 
1.417 64.972 13.843 1.00 4.98 
1.943 65.742 13.046 1.00 4.98 
2.771 64.251 15.747 1.00 4.98 
3.695 63.223 16.352 1-00 4.98 
3.156 62.165 17.111 1.00 4.98 
5.082 63.379 16.162 1.00 4.98 
4.034 61.276 17.753 1.00 4.98 
5.958 62.490 16.801 1.00 4.98 
5.422 61.470 17.610 1.00 4.98 
6.292 60.642 18.289 1.00 4.98 
3.943 63.996 13.220 1.00 20.00 
7.151 60.697 17.892 1.00 20.00 
0.169 65.091 14.318 1.00 14.09 
-0.581 66.295 13.972 1.00 14.09 
-1.068 67.055 15.185 1.00 14.09 
-1.797 66.542 16.024 1.00 14.09 
-1.749 65.983 13.028 1.00 14.09 
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ATOM 693 CG MET A 70 

ATOM 694 SD MET A 70 

ATOM 695 CE MET A 70 

ATOM 696 H MET A 70 

ATOM 697 N ARG A 71 

ATOM 698 CA ARG A 71 

ATOM 699 C ARG A 71 

ATOM 700 0 ARG A 71 

ATOM 701 CB ARG A 71 

ATOM 702 CG ARG A 71 

ATOM 703 CD ARG A 71 

ATOM 704 NE ARG A 71 

ATOM 705 CZ ARG A 71 

ATOM 706 NHl ARG A 71 

ATOM 707 NH2 ARG A 71 

ATOM 708 H ARG A 71 

ATOM 709 HE ARG A 71 

ATOM 710 IHHl ARG A 71 

ATOM 711 2HH1 ARG A 71 

ATOM 712 1HH2 ARG A 71 

ATOM 713 2HH2 ARG A 71 

ATOM 714 N ASN A 72 

ATOM 715 CA ASN A 72 

ATOM 716 C ASN A 72 
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-2.761 64.979 13.569 1.00 14.09 
-4.088 64.559 12.436 1.00 14.09 
-4.770 66.200 12.181 1.00 14.09 
-0.182 64.407 14.961 1.00 20.00 
-0.653 68.321 15.228 1.00 7.41 
-1.316 69.196 16.183 1.00 7.41 
-2.413 69.970 15.491 1.00 7.41 
-2.175 70.982 14.837 1.00 7.41 
-0.326 70.141 16.857 1.00 7.41 
-1.001 70.877 18.014 1.00 7.41 
-0.053 71.792 18.777 1.00 7.41 
-0.758 72.406 19.900 1.00 7.41 
-0.095 73.136 20.816 1.00 7.41 
1.225 73.293 20.725 1.00 7.41 
-0.774 73.698 21.813 1.00 7.41 
-0.064 68.667 14.498 1.00 20.00 
-1.742 72.229 19.966 1.00 20.00 
1.741 73.845 21.379 1.00 20.00 
1.721 72.836 19.986 1.00 20.00 
-0.324 74.260 22.506 1.00 20.00 
-1.762 73.555 21.881 1.00 20.00 
-3.623 69.413 15.643 1.00 8.42 
-4.737 70.024 14.923 1.00 8.42 
-5.318 71.237 15.632 1.00 8.42 
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ATOM 741 NZ LYS A 74 

ATOM 742 H LYS A 74 

ATOM 743 IHZ LYS A 74 

ATOM 744 2HZ LYS A 74 

ATOM 745 3HZ LYS A 74 

ATOM 746 N TYR A 75 

kT(M 747 CA TYR A 75 

ATOM 748 C TYR A 75 

ATOM 749 0 TYR A 75 

ATOM 750 CB TYR A 75 

ATOM 751 CG TYR A 75 

ATOM 752 CDl TYR A 75 

ATOM 753 CD2 TYR A 75 

ATOM 754 CEl TYR A 75 

ATOM 755 CE2 TYR A 75 

ATOM 756 CZ TYR A 75 

ATOM 757 OH TYR A 75 

ATOM 758 H TYR A 75 

ATOM 759 HH TYR A 75 

ATOM 760 N PRO A 76 

ATOM 761 CA PRO A 76 

ATOM 762 C PRO A 76 

ATOM 763 0 PRO A 76 

ATOM 764 CB PRO A 76 
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-12.405 68.867 11.507 1.00 5.76 
-8.292 71.351 15.038 1.00 20.00 
-12.812 69.191 10.607 1.00 20.00 
-11.589 68.251 11.315 1.00 20.00 
-13.122 68.332 12.037 1.00 20.00 
-8.105 69.857 18.031 1.00 6.72 
-7.64 1 69.230 19.267 1.00 6.72 
-6.326 69.787 19.785 1.00 6.72 
-5.300 69.730 19.126 1.00 6.72 
-7.534 67.706 19.076 1.00 6.72 
-7.403 66.932 20.380 1.00 6.72 
-8.155 67.305 21.516 1.00 6.72 
-6.537 65.821 20.414 1.00 6.72 
-8.017 66.581 22.712 1.00 6.72 
-6.429 65.069 21.597 1.00 6.72 
-7.156 65.466 22.738 1.00 6.72 
-7.022 64.749 23.912 1.00 6.72 
-7.582 69.779 17.184 1.00 20.00 
-6.405 64.032 23.778 1.00 20.00 
-6.378 70.278 21.045 1.00 6.84 
-5.153 70.658 21.763 1.00 6.84 
-3.945 69.705 21.801 1.00 6.84 
-2.869 70.140 22.193 1.00 6.84 
-5.675 71.047 23.158 1.00 6.84 
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ATOM 785 ODl ASP A 78 

ATOM 786 002 ASP A 78 

ATOM 787 H ASP A 78 

ATOM 788 N LEU A 79 
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-7.110 70.527 23.259 1.00 6.84 
-7.589 70.543 21.817 1.00 6.84 
-4.130 68.421 21.422 1.00 4.75 
-2.970 67.527 21.497 1.00 4.75 
-2.429 67.111 20.144 1.00 4.75 
-3.069 67.256 19.109 1.00 4.75 
-3.276 66.243 22.268 1.00' 4.75 
-3.691 66.406 23.728 1.00 4.75 
-4.116 65.052 24.270 1.00 4.75 
-4.261 64.063 23.563 1.00 4.75 
-4.362 65.046 25.582 1.00 4.75 
-4.940 68.125 20.921 1.00 20.00 
-4.294 65.866 26. 147 1.00 20.00 
-4.643 64.173 25.977 1.00 20.00 
-1.225 66.532 20.243 1.00 4.94 
-0.574 65.976 19.064 1.00 4.94 
-0.997 64.531 18.849 1.00 4.94 
-0.648 63.627 19.600 1.00 4.94 
0.958 66.079 19.192 1.00 4.94 
1.494 67.505 19.367 1.00 4.94 
0.727 68.445 19.569 1.00 4.94 
2.711 57.673 19.306 1.00 4.94 
-0.741 66.515 21.114 1.00 20.00 
-1.793 64.355 17.786 1.00 4.95 
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ATOM 789 CA LEU A 79 

ATOM 790 C LEU A 79 

ATOM 791 0 LEU A 79 

ATOM 792 CB LEU A 79 

ATOM 793 CG LEU A 79 

ATOM 794 CDl LEU A 79 

ATOM 795 CD2 LEU A 79 

ATOM 796 H LEU A 79 

ATOM 797 N VAL A 80 

ATOM 798 CA VAL A 80 

ATOM 799 C VAL A 80 

ATOM 800 0 VAL A 80 

ATOM 801 CB VAL A 80 

ATOM 802 CGI VAL A 80 

ATOM 803 CG2 VAL A 80 

ATOM 804 H VAL A 80 

ATOM 805 N MET A 81 

ATOM 806 CA MET A 81 

ATOM 807 C MET A 81 

ATOM 808 0 MET A 81 

ATOM 809 CB MET A 81 

ATOM 810 CG MET A 81 

ATOM 811 SD MET A 81 

ATOM 812 CE MET A 81 



110 

-2.205 62.999 17.414 1.00 4.95 
-1.076 62.291 16.694 1.00 4.95 
-0.197 62.926 16.126 1.00 4.95 
-3.389 62.965 16.436 1.00 4.95 
-4.762 63.586 16.735 1.00 4.95 
-4.774 65.114 16.862 1.00 4.95 
-5=740 63.157 15.636 1.00 4.95 
-1.974 65.160 17.219 1.00 20.00 
-1.157 60.953 16.686 1.00 4.14 
-0.198 60.297 15.808 1.00 4.14 
-0.829 59.810 14.523 1.00 4.14 
-1.731 58.978 14.497 1.00 4.14 
0.564 59.169 16.502 1.00 4.14 
1.853 58.906 15.725 1.00 4.14 
0.853 59.476 17.974 1.00 4.14 
-1.867 60.439 17.164 1.00 20.00 
-0.298 60.402 13.444 LOO 4.15 
-0.756 60.001 12.119 1.00 4.15 
-0.141 58.682 11.708 1.00 4.15 
-0.810 57.727 11.336 1.00 4.15 
-0.410 61.085 11.095 1.00 4.15 
-0.941 52.451 11.517 1.00 4.15 
-0.314 63.804 10.514 1.00 4.15 
-1.208 63.435 9.007 1.00 4.15 
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6.904 55.409 13.340 1.00 20.00 
8.269 51.751 14.030 1.00 5.40 
9.204 51.217 15.017 1.00 5.40 
10.119 50.200 14.395 1.00 5.40 
9.685 49.201 13.833 1.00 5.40 
8.492 50.533 16.176 1.00 5.40 
7.5.38 51.436 16.942 1.00 5.40 

6.814 50.636 18,015 1.00 5.40 

5.815 51.489 18.788 1.00 5.40 
5.158 50.615 19.763 1.00 5.40 
7.645 51.137 13.554 1.00 20.00 
4.477 51.153 20.340 1.00 20.00 
4.658 49.860 19.252 1.00 20.00 
5.853 50.191 20.406 1.00 20.00 

11.410 50.491 14.536 1.00 17.02 
12.372 49.480 14.142 1.00 17.02 
13.285 49.154 15.294 1.00 17.02 
14.205 49.889 15.621 1.00 17.02 
13.173 49.922 12.912 1.00 17.02 
12.308 50.081 11.658 1.00 17.02 
11.506 48.548 11.152 1.00 17.02 
12.959 47.697 10.523 1.00 17.02 
11.698 51.351 14.962 1.00 20.00 
13. 039 47. 975 15. 882 1 . 00 29. 14 
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876 


HG 


SER A 


88 


16. 557 


46.092 


11.120 


1.00 20.00 


ATOM 


877 


N 


TYR A 


89 


18.231 


47. 164 


15. 158 


1.00 19.14 


ATOM 


878 


CA 


TYR A 


89 


19. 673 


47.374 


15. 157 


1.00 19.14 


ATOM 


879 


C 


TYR A 


89 


20. 375 


46.042 


14.875 


1.00 19.14 


ATOM 


880 


0 


TYR A 


89 


19. 781 


45.118 


14.327 


1.00 19.14 


Aim 


881 


CB 


TYR A 


89 


20. 080 


48.072 


16.468 


1.00 19.14 


ATOM 


882 


CG 


TYR A 


89 


19.571 


47.288 


17. 655 


1.00 19.14 


ATOM 


883 


CDl TYR A 


89 


18. 320 


47.611 


18.217 


1.00 19.14 


ATOM 


884 


CD2 TYR A 


89 


20. 356 


46.231 


18. 149 


1.00 19.14 
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ATOM 


885 


CEl 


TYR A 


89 


ATOM 


886 


CE2 


TYR A 


89 


ATOM 


887 


CZ 


TYR A 


89 


ATOM 


888 


OH 


TYR A 


89 


ATOM 


889 


H 


TYR A 


89 


ATOM 


890 


HH 


TYR A 


89 


ATOM 




N 


CYS A 


90 


ATOM 


892 


CA 


CYS A 


90 


ATOM 


893 


C 


CYS A 


90 


ATOM 


894 


0 


CYS A 


90 


ATOM 


895 


CB 


CYS A 


90 


ATOM 


896 


SG 


CYS A 


90 


ATOM 


897 


H 


CYS A 


90 


ATOM 


898 


N 


THR A 


91 


ATOM 


899 


CA 


THR A 


91 


ATOM 


900 


C 


THR A 


91 


ATOM 


901 


0 


THR A 


91 



ATOM 902 CB THR A 91 

ATOM 903 OGl TOR A 91 

ATOM 904 CG2 THR A 91 

ATOM 905 H THR A 91 

ATOM 906 HGl THR A 91 

ATOM 907 N THR A 92 

ATOM 908 CA THR A 92 
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17.828 46.823 19.266 1.00 19.14 
19.868 45.444 19.198 1.00 19.14 
18.604 45.746 19.736 1.00 19.14 
18.115 44.967 20.761 1.00 19.14 
17.720 46.902 15.975 1.00 20.00 
18.859 44.678 21.287 1.00 20.00 
21.651 45,956 15.252 1.00 32.37 
22.299 44.667 15.015 1.00 32.37 
22.823 44.026 16.287 1.00 32.37 
22.546 44.478 17.389 1.00 32.37 
23.385 44.854 13.957 1.00 32.37 
24.212 46.439 14.170 1.00 32.37 
22.147 46.712 15.679 1.00 20.00 
23.605 42.962 16.086 1.00 22.92 
24.339 42.363 17.196 1.00 22.92 
25.818 42.616 16.939 1.00 22.92 
26.149 43.587 16.278 1.00 22.92 
23.988 40.882 17.199 1.00 22.92 
24.115 40.369 15.866 1.00 22.92 
22.563 40.647 17.710 1.00 22.92 
23.795 42.572 15.187 1.00 20.00 
24.137 39.424 15.940 1.00 20.00 
26.708 41.721 17.400 1.00 5.61 
28.086 41.853 16.913 1.00 5.61 
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ATOM 


909 


C 


TOR A 


92 


28.213 


41.890 


15. 392 


1.00 5.61 


ATOM 


910 


0 


TOR A 


92 


27.912 


40. 922 


14.704 


1.00 5.61 


ATOM 


911 


CB 


THR A 


92 


28. 926 


40.714 


17.486 


1.00 5.61 


ATOM 


912 


OGl THR A 


92 


28. 595 


40. 529 


18. 867 


1.00 5.61 


ATOM 


913 


CG2 TOR A 


92 


30.430 


40. 943 


17. 305 


1.00 5.61 


ATOM 


914 


H 


TOR A 


92 


26. 508 


40. 997 


18. 059 


1.00 20.00 


ATOM 


915 


HGl 


THR A 


92 


29. 235 


39.918 


19.211 


1.00 20.00 


ATOM 


916 


N 


GLY A 


93 


28. 658 


43. 058 


14.909 


1.00 3.78 


ATOM 


917 


CA 


GLY A 


93 


28. 732 


43. 206 


13.464 


1.00 3.78 


ATOM 


918 


C 


GLY A 


93 


29. 306 


44.546 


13.070 


1.00 3.78 


ATOM 


919 


0 


GLY A 


93 


29. 678 


45. 364 


13.903 


1.00 3.78 


ATOM 


920 


H 


GLY A 


93 


28. 829 


43.853 


15.492 


1.00 20.00 


ATOM 


921 


N 


GLN A 


94 


29. 357 


44.705 


11.739 


1.00 15.42 


ATOM 


922 


CA 


GLN A 


94 


29. 825 


45.959 


11.157 


1.00 15.42 


ATOM 


923 


C 


GLN A 


94 


28. 774 


47. 056 


11.240 


1.00 15.42 


ATOM 


924 


0 


GLN A 


94 


27. 854 


47. 009 


12.047 


1.00 15.42 


ATOM 


925 


CB 


GLN A 


94 


30. 255 


45. 687 


9.710 


LOO 15.42 


ATOM 


926 


CG 


GLN A 


94 


31.542 


44. 868 


9.579 


1.00 15.42 


ATOM 


927 


CD 


GLN A 


94 


32. 724 


45. 680 


10.075 


1.00 15.42 


ATOM 


928 


OEl GLN A 


94 


33. 261 


45.475 


11.152 


1.00 15.42 


ATOM 


929 


NE2 GLN A 


94 


33.116 


46. 632 


9.222 


LOO 15.42 


ATOM 


930 


H 


GLN A 


94 


28. 969 


43. 993 


11.158 


1.00 20.00 


ATOM 


931 


1HE2 GLN A 


94 


32.648 


46. 789 


8.353 


1.00 20.00 


ATOM 


932 2HE2 GLN A 


94 


33. 914 


47.171 


9.484 


LOO 20.00 
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ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 
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933 N MET A 95 

934 CA MET A 95 

935 C MET A 95 

936 0 MET A 95 

937 CB MET A 95 

938 CG MET A 95 

939 SD MET A 95 

940 CE MET A 95 

941 H MET A 95 

942 N TRP A 96 

943 CA TRP A 96 

944 C TRP A 96 

945 0 TRP A 96 

946 CB TRP A 96 

947 CG TRP A 96 

948 CDl TRP A 96 

949 CD2 TRP A 96 

950 NEl TRP A 96 

951 CE2 TRP A 96 

952 CE3 TRP A 96 

953 CZ2 TRP A 96 

954 CZ3 TRP A 96 

955 CH2 TRP A 96 

956 H TRP A 96 



28.930 48.044 10.337 1.00 18.74 

27.843 49.006 10.176 1.00 18.74 

26.493 48.376 9.859 1.00 18.74 

26.386 47.301 9.281 1.00 18.74 

28.211 50.069 9.127 1.00 18.74 

28.503 49.492 7.737 1.00 18.74 
28.762 50.723 6.449 1.00 18.74 
29.080 49.589 5.084 1.00 18.74 
29.733 48.091 9.751 1.00 20.00 
25.463 49.120 10.262 1.00 3.87 
24.112 48.694 9.925 1.00 3.87 
23.339 49.887 9.430 1.00 3.87 

23.504 50.978 9.955 1.00 3.87 
23.421 48.062 11.142 1.00 3.87 
23.354 49.035 12.303 1.00 3.87 
24.333 49.259 13.283 1.00 3.87 
22.280 49.934 12.644 1.00 3.87 
23.943 50.198 14.181 1.00 3.87 
22.674 50.647 13.825 1.00 3.87 
21.028 50.190 12.049 1.00 3.87 
21.806 51.609 14.383 1.00 3.87 
20.172 51.154 12.617 1.00 3.87 
20.557 51.857 13.777 1.00 3.87 
25.635 49.947 10.803 1.00 20.00 
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ATOM 


957 


HEl 


TRP A 


96 


24.476 


50.477 


14.958 


1.00 20.00 


ATOM 


958 


N 


AU A 


97 


22.498 


49. 640 


8.418 


1.00 3.76 


ATOM 


959 


CA 


AU A 


97 


21.642 


50. 732 


7.978 


1.00 3.76 


ATOM 


960 


C 


AU A 


97 


20.211 


50. 269 


7.857 


1.00 3.76 


ATOM 


961 


0 


AU A 


97 


19. 943 


49.221 


7.277 


1.00 3.76 


ATOM 


962 


CB 


ALA A 


97 


22. Ill 


51.295 


6.636 


1.00 3.76 


ATOM 


963 


H 


ALA A 


97 


22. 433 


48.732 


8.009 


1.00 20.00 


ATOM 


964 


N 


ARC A 


98 


19.322 


51.073 


8.467 


1.00 11.69 


ATOM 


965 


CA 


ARC A 


98 


17.895 


50. 758 


8.389 


1.00 11.69 


ATOM 


966 


C 


ARC A 


98 


17.113 


51.920 


7.835 


1.00 11.69 


ATOM 


967 


0 


ARC A 


98 


17. 389 


53.074 


8. 138 


1.00 11.69 


ATOM 


968 


CB 


ARC A 


98 


17.282 


50.406 


9.749 


1.00 11.69 


ATOM 


969 


CG 


ARC A 


98 


18. 026 


49.325 


10.519 


1.00 11.69 


ATOM 


970 


CD 


ARC A 


98 


18.214 


48.043 


9.724 


1.00 11.69 


ATOM 


971 


NE 


ARC A 


98 


19. 092 


47.120 


10.438 


1.00 11.69 


ATOM 


972 


CZ 


ARC A 


98 


18.895 


45. 804 


10.316 


1.00 11.69 


ATOM 


973 


NHl ARC A 


98 


19.725 


44. 923 


10. 868 


1.00 11.69 


ATOM 


974 


NH2 ARC A 


98 


17. 862 


45.392 


9.604 


1.00 11.69 


ATOM 


975 


H 


ARC A 


98 


19.647 


51.921 


8.896 


1.00 20.00 


ATOM 


976 


HE 


ARC A 


98 


19. 795 


47.481 


11.051 


1.00 20.00 


ATOM 


977 


IHHl ARC A 


98 


19.644 


43.944 


10. 682 


1.00 20.00 


ATOM 


978 


2HH1 ARC A 


98 


20.449 


45. 230 


11.485 


1.00 20.00 


ATOM 


979 


1HH2 ARC A 


98 


17.815 


44.424 


9.344 


1.00 20.00 


Mm 


980 2HH2 ARC A 


98 


17. 183 


46.019 


9.228 


1.00 20.00 
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ATOM 981 N SER A 99 

ATOM 982 CA SER A 99 

ATOM 983 C SER A 99 

ATOM 984 0 SER A 99 

ATOM 985 CB SER A 99 

ATOM 986 OG SER A 99 

ATOM 987 H SER A 99 

ATOM 988 HG SER A 99 

ATOM 989 N SER A 100 

ATOM 990 CA SER A 100 

ATOM 991 C SER A 100 

ATOM 992 0 SER A 100 

ATOM 993 CB SER A 100 

ATOM 994 OG SER A 100 

ATOM 995 H SER A 100 

ATOM 996 HG SER A 100 

ATOM 997 N TYR A 101 
ATOM 998 CA TYR A 101 
ATOM 999 C TYR A 101 

ATOM 1000 0 TYR A 101 

ATOM 1001 CB TYR A 101 

ATOM 1002 CG TYR A 101 

ATOM 1003 CDl TYR A 101 

ATOM 1004 CD2 TYR A 101 



16.112 51.568 7.023 1.00 7.28 
15.251 52.651 6.579 1.00 7.28 
13.819 52.537 7.045 1.00 7.28 
13.218 51.468 7.051 1.00 7.28 
15.326 52.777 5.062 1.00 7.28 
14.993 51.548 4.407 1.00 7.28 
15.937 50.634 6.715 J 00 20.00 
15.592 51.447 3.679 1.00 20.00 
13.291 53.712 7.406 1.00 2.73 
11.865 53.753 7.707 1.00 2.73 
11.154 54.722 6.785 1.00 2.73 
11.559 55.866 6.644 1.00 2.73 
11.645 54.133 9.173 1.00 2.73 
12.260 53.161 10.026 1.00 2.73 
13.847 54.548 7.414 1.00 20.00 
12.324 53.557 10.887 1.00 20.00 
10.081 54.205 6.157 1.00 2.72 
9.290 55.066 5.268 1.00 2.72 
7.839 55.064 5.678 1.00 2.72 
7.281 54.003 5.901 1.00 2.72 
9.380 54.580 3.816 1.00 2.72 
8.532 55.444 2.905 1.00 2.72 
9.050 56.650 2.391 1.00 2.72 
7.223 55.019 2.613 1.00 2.72 
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ATOM 


1005 


CEl 


TYR A 101 


8.244 


57.444 


1.559 


1.00 2.72 


ATOM 


1006 


CE2 


TYR A 101 


6.413 


55.818 


1.795 


1.00 2.72 


ATOM 


1007 


CZ 


TYR A 101 


6.940 


57.004 


1.255 


1.00 2.72 


ATOM 


1008 


OH 


TYR A 101 


6.153 


57. 736 


0.390 


1.00 2.72 


ATOM 


1009 


H 


TYR A 101 


9.831 


53. 250 


6.305 


1.00 20.00 


ATOM 


1010 


HH 


TYR A 101 


5.326 


57.292 


0.259 


1.00 20.00 


ATOM 


^ A1 1 
iUll 


N 


LEU A 102 


7. 253 


.56,255 


5.767 


1.00 17.88 


ATOM 


1012 


CA 


LEU A 102 


5.860 


56. 384 


6.183 


1.00 17.88 


ATOM 


1013 


C 


LEU A 102 


5.100 


57. 129 


5.097 


1.00 17.88 


ATOM 


1014 


0 


LEU A 102 


5.688 


57.936 


4.388 


1.00 17.88 


ATOM 


1015 


CB 


LEU A 102 


5. 803 


57. 140 


7.519 


1.00 17.88 


ATOM 


1016 


CG 


LEU A 102 


5.972 


56.301 


8.801 


1.00 17.88 


ATOM 


1017 


CDl LEU A 102 


4.868 


55.256 


8.909 


1.00 17.88 


ATOM 


1018 


CD2 LEU A 102 


7.353 


55.674 


9.006 


1.00 17.88 


ATOM 


1019 


H 


LEU A 102 


7.742 


57. 061 


5.433 


1.00 20.00 


ATOM 


1020 


N 


GLY A 103 


3.798 


56.824 


4.975 


1.00 5.34 


ATOM 


1021 


CA 


GLY A 103 


3.053 


57.518 


3.923 


1.00 5.34 


ATOM 


1022 


C 


GLY A 103 


1.577 


57. 172 


3.900 


1.00 5.34 


ATOM 


1023 


0 


GLY A 103 


1.227 


56. 000 


3.874 


1.00 5.34 


ATOM 


1024 


H 


GLY A 103 


3.334 


56.161 


5.562 


1.00 20.00 


ATOM 


1025 


N 


ALA A 104 


0.734 


58. 225 


3.923 


1.00 6.66 


ATOM 


1026 


CA 


ALA A 104 


-0. 713 


57.984 


3.938 


1.00 6.66 


ATOM 


1027 


C 


AU A 104 


-1.551 


59. 223 


3.656 


1.00 6.66 


ATOM 


1028 


0 


AU A 104 


-1.029 


60. 330 


3.607 


1.00 6.66 
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ATOM 


1029 


CB 


ALA A 104 


ATOM 


1030 


H 


AU A 104 


ATOM 


1031 


N 


VAL A 105 


ATOM 


1032 


CA 


VAL A 105 


ATOM 


1033 


C 


VAL A 105 


ATOM 


1034 


0 


VAL A 105 


ATOM 


1035 


CB 


VAL A 105 


ATOM 


1036 


CGI 


VAL A 105 


ATOM 


1037 


CG2 VAL A 105 


ATOM 


1038 


H 


VAL A 105 


ATOM 


1039 


N 


PHE A 106 


ATOM 


1U4U 


CA 


PHE A 106 


ATOM 


1041 


C 


PHE A 106 


ATOM 


1042 


0 


PHE A 106 


ATOM 


1043 


CB 


PHE A 106 


ATOM 


1044 


CG 


PHE A 106 



ATOM 1045 CDl PHE A 106 

ATOM 1046 CD2 PHE A 106 

ATOM 1047 CEl PHE A 106 

ATOM 1048 CE2 PHE A 106 

ATOM 1049 CZ PHE A 106 

ATOM 1050 H PHE A 106 

ATOM 1051 N ASN A 107 

ATOM 1052 CA ASN A 107 
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-1.133 57.414 
1.093 59.164 
-2.867 58.989 
-3.752 60.117 
-4.645 60.533 
-5. 287 59. 720 
-4.602 59.805 
-5.572 60.920 
-3. 673 59. 526 
-3.265 58.071 
-4.654 61.859 
-5.386 62.398 
-6. 159 63. 659 
-5.778 64.341 
-4.376 62.653 
-3.693 61.370 
-2. 354 61. 109 
-4.396 60.457 
-1.702 59.974 
-3. 758 59. 319 
-2.402 59.105 
-4.116 62.456 
-7.255 63.955 
-7.863 65.278 
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5.287 1.00 6.66 
3.962 1.00 20.00 
3.460 1.00 2.80 
3.148 1.00 2.80 
4.296 1.00 2.80 
4.950 1.00 2.80 
1.914 1.00 2.80 
1.528 1.00 2.80 
0.754 1.00 2.80 
3.522 1.00 20.00 
4.497 1.00 2.81 
5.637 1.00 2.81 
5.250 1.00 2.81 
4.308 1.00 2.81 
6.766 1.00 2.81 
7.221 1.00 2.81 
6.859 1.00 2.81 
8.033 1.00 2.81 
7.380 1.00 2.81 
8.556 1.00 2.81 
8.245 1.00 2.81 
3.895 1.00 20.00 
5.988 1.00 6.84 
5.759 1.00 6.84 
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ATOM 


1053 


C 


ASN A 107 


ATOM 


1054 


0 


ASN A 107 


ATOM 


1055 


CB 


ASN A 107 


ATOM 


1056 


CG 


ASN A 107 


ATOM 


1057 


ODl 


ASN A 107 


ATOM 


1058 


ND2 ASN A 107 


ATaM 


1059 


H 


ASN A 107 


ATOM 


1060 


1HD2 ASN A 107 


ATOM 


1061 


2HD2 ASN A 107 


ATOM 


1062 


N 


LEU A 108 


ATOM 


1063 


CA 


LEU A 108 


ATOM 


1064 


C 


LEU A 108 


ATOM 


1065 


0 


LEU A 108 


ATOM 


1065 


CB 


LEU A 108 


ATOM 


1067 


CG 


LEU A 108 


ATOM 


1068 


CDl 


LEU A 108 


ATOM 


1069 


CD2 LEU A 108 


ATOM 


1070 


H 


LEU A 108 


ATOM 


1071 


N 


THR A 109 


ATOM 


1072 


CA 


THR A 109 


ATOM 


1073 


C 


THR A 109 


ATOM 


1074 


0 


TOR A 109 


ATOM 


1075 


CB 


im A 109 


ATOM 


1076 


OGl THR A 109 
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-7.295 66.277 

-7.481 66.185 

-9.369 65.410 

10.175 64.699 

10.677 65.231 

10.299 63.426 

-7.478 63.414 

-9.850 63.061 

10.834 62.817 

-6.609 67.239 

-6.140 68.308 

-7. 006 69. 538 

-7.826 69.648 

-4.661 68.566 

-3. 832 67. 297 

-2.413 67.423 

-3.845 66.857 

-6.553 67.274 

-6.793 70.436 

-7.583 71.659 

-6.596 72.809 

-5.409 72.624 

-8.413 71.698 

-9.031 70.427 
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6.714 1.00 6.84 

7.922 1.00 6.84 
5.997 1.00 6.84 
4.954 1.00 6.84 
3.975 1.00 6.84 
5.256 1.00 6.84 
6.795 LOO 20.00 
6.071 1.00 20.00 
4.673 1.00 20.00 
6.111 1.00 5.08 
6.973 1.00 5.08 
6.833 1.00 5.08 

5.923 1.00 5.08 
6.699 1.00 5.08 
6.932 1.00 5.08 
6.391 1.00 5.08 
8.396 1.00 5.08 
5.111 1.00 20.00 
7.797 1.00 3.97 
7.816 1.00 3.97 
7.748 1.00 3.97 
7.969 1.00 3.97 
9.115 1.00 3.97 
9.358 1.00 3.97 
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ATOM 


1077 


CG2 


THR A 109 


ATOM 


1078 


H 


THR A 109 


ATOM 


1079 


HGl 


TOR A 109 


ATOM 


1080 


N 


SER A 110 


ATOyi 


1081 


OA 


SER A 110 


kT(M 


1082 


C 


SER A 110 


ATOM 


1083 


0 


SER A 110 


ATOM 


1084 


CB 


SER A 110 


ATOM 


1085 


OG 


SER A 110 


ATOM 

ill ViTl 


1086 


H 


SER A 110 


ATOM 


1087 


HG 


SER A 110 


ATOM 


1088 


N 


ALA A 111 


ATOM 


1089 


OA 


ALA A 111 


ATOM 


1090 


C 


ATA A 111 

ALA A ill 


ATOM 


1091 


0 


ALA A 111 


ATOM 


1092 


CB 


ALA A 111 


ATOM 


1093 


H 


ALA A 111 


ATOM 


1094 


N 


ASP A 112 



ATOM 1095 CA ASP A 112 

ATOM 1096 C ASP A 112 

ATOM 1097 0 ASP A 112 

ATOM 1098 CB ASP A 112 

ATOM 1099 CG ASP A 112 

ATOM 1100 ODl ASP A 112 
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-9.489 72.790 9.136 1.00 3.97 
-6.022 70.350 8.436 1.00 20.00 
-9.492 70.529 10.177 1.00 20.00 
-7.090 74.019 7.467 1.00 5.78 
-6.181 75.132 7.727 1.00 5.78 
-5.717 75.216 9.180 1.00 5.78 
-6.457 74.892 10.103 1.00 5.78 
-6.858 76.425 7.292 1.00 5.78 
-7.383 76.244 5.972 1.00 5.78 
-8.020 74.186 7.139 1.00 20.00 
-6.722 76.600 5.381 1.00 20.00 
-4.456 75.673 9.307 1.00 23.23 
-3.794 76.025 10.569 1.00 23.23 
-3.149 74.915 11.374 1.00 23.23 
-2.361 75.193 12.274 1.00 23.23 
-4.675 76.865 11.508 1.00 23.23 
-3.916 75.702 8.463 1.00 20.00 
-3.484 73.655 11.047 1.00 12.39 
-2.809 72-652 11.861 1.00 12.39 
-1.360 72.396 11.493 1.00 12.39 
-0.903 72.732 10.405 1.00 12.39 
-3.661 71.388 12.018 1.00 12.39 
-3.767 70.469 10.816 1.00 12.39 
-3.607 69.267 11.004 1.00 12.39 




wo 98/10070 



ATOM 


1101 


0D2 


ASP A 


ATOM 


1102 


H 


ASP A 


ATOM 


1103 


N 


HIS A 


ATOM 


1104 


CA 


HIS A 


ATOM 


1105 


C 


HIS A 


ATOM 


1106 


0 


HIS A 


ATOM 


1107 


CB 


HIS A 


ATOM 


1108 


CG 


HIS A 


ATOM 


1109 


NDl 


HIS A 


ATOM 


1110 


CD2 


HIS A 


ATOM 


1111 


CEl 


HIS A 


ATOM 


1112 


NE2 


HIS A 


ATOM 


1113 


H 


HIS A 


ATOM 


1114 


HDl 


HIS A 


ATOM 


1115 


N 


LEU A 


ATOM 


1116 


CA 


LEU A 


ATOM 


1117 


C 


LEU A 


ATOM 


1118 


0 


LEU A 


ATOM 


1119 


CB 


LEU A 


ATOM 


1 120 


rCi 


LEU A 


ATOM 


1121 


CDl 


LEU A 


ATOM 


1122 


CD2 


LEU A 


ATOM 


1123 


H 


LEU A 


ATOM 


1124 


N 


TYR A 






123 




112 


-4.052 


70.934 


112 


-4.067 


73. 372 


113 


-0.645 


71.849 


113 


0. 771 


71.584 


113 


1.049 


70. 105 


113 


0.514 


69. 306 


113 


1.655 


72. 098 


113 


1. 693 


73. 602 


113 


0. 738 


74.324 


113 


2.700 


74.466 


113 


1.128 


75. 635 


113 


2.336 


75. 725 


113 


-1.107 


71.541 


113 


-0. 092 


73. 977 


114 


1.949 


69. 777 


114 


2.475 


68.413 


114 


3.926 


68.404 


114 


4.682 


69. 309 


114 


2.348 


67.678 


114 


0.964 


67. 659 


114 


0.945 


66. 690 


114 


-0. 182 


67.343 


114 


2.297 


70. 482 


115 


4.274 


67. 352 
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9.720 1.00 12.39 

10.281 1.00 20.00 

12.492 1.00 16.60 

12.259 1.00 16.60 

12.141 1.00 16.60 

12.898 1.00 16.60 

13=395 1.00 16,60 

13.508 1.00 16.60 

14.117 1.00 16.60 

13.066 1.00 16.60 

14.067 1.00 16.60 
13.423 1.00 16.60 
13.328 1.00 20.00 
14.506 1.00 20.00 
11.205 1.00 5.46 
11.254 1.00 5.46 
11.683 1.00 5.46 
11.346 1.00 5.46 

9.916 1.00 5.46 

9.261 1.00 5.46 

8.088 1.00 5.46 

10.213 1.00 5.46 

10.585 1.00 20.00 

12.444 1.00 8.89 




wo 98/10070 

ATOM 1125 CA TYR A 115 

ATOM 1126 C TYR A 115 

ATOM 1127 0 TYR A 115 

ATOM 1128 CB TYR A 115 

ATOM 1129 CG TYR A 115 

ATOM 1130 CDl TYR A 115 

ATOM 1131 CD2 T/R A 115 

ATOM 1132 CEl TYR A 115 

ATOM 1133 CE2 TYR A 115 

ATOM 1134 CZ TYR A 115 

ATOM 1135 OH TYR A 115 



ATOM 


1136 


H 


TYR A 115 


ATOM 


1137 


HH 


TYR A 115 


ATOM 


1138 


N 


VAL A 116 


ATOM 


1139 


CA 


VAL A 116 


ATOM 


1140 


C 


VAL A 116 


ATOM 


1141 


0 


VAL A 116 


ATOM 


1142 


CB 


VAL A 116 


ATOM 


1143 


CGI VAL A 116 


ATOM 


1144 


CG2 


VAL A 116 


ATOM 


1145 


H 


VAL A 116 


ATOM 


1146 


N 


ASN A 117 


ATOM 


1147 


CA 


ASN A 117 


ATOM 


1148 


C 


ASN A 117 
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5.662 67.210 12.894 1.00 8.89 
6.174 65.820 12.623 1.00 8.89 
5.412 64.863 12.610 1.00 8.89 
5.814 67.473 14.394 1.00 8.89 
5.461 68.900 14.726 1.00 8.89 
6.421 69.912 14.523 1.00 8.89 
4.176 69.174 15.231 1.00 8.89 
6.073 71.243 14.807 1.00 8.89 
3.831 70.503 15.515 1.00 8.89 
4.777 71.522 15.280 1.00 8.89 
4.414 72.834 15.511 1.00 8.89 
3.583 66.661 12.676 1.00 20.00 
3.481 72.871 15.676 1.00 20.00 
7.494 65.743 12.391 1.00 5.15 
8.070 64.434 12.085 1.00 5.15 
9.369 64.215 12.824 1.00 5.15 
10.402 64.765 12.464 1.00 5.15 
8.284 64.281 10.577 1.00 5.15 
8.984 62.982 10.210 1.00 5.15 
6.955 64.328 9.853 1.00 5.15 
8.066 66.562 12.404 1.00 20.00 
9.263 63.388 13.872 1.00 8.77 
10.485 63.210 14.650 1.00 8.77 
10.937 61.767 14.713 1.00 8.77 
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125 
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ATOM 


1149 


0 


ASN A 117 


10. 154 


60.829 


14.595 


1.00 


8.77 


ATOM 


1150 


CB 


ASN A 117 


10. 350 


63. 800 


16.061 


1.00 


8.77 


ATOM 


1151 


CG 


ASN A 117 


10. 177 


65. 309 


16.010 


1.00 


8.77 


ATOM 


1152 


ODl 


ASN A 117 


10. 707 


66.013 


15. 164 


1.00 


8.77 


ATOM 


1153 


ND2 


ASN A 117 


9.376 


65. 790 


16.966 


1.00 


8. 77 


ATOM 


1154 


H 


ASN A 117 


8.418 


62. 875 


14.048 


1.00 20.00 


ATfgbj 


1155 


1HD2 


ASN A 117 


8-981 


65. 202 


17.668 


1.00 20.00 


ATOM 


1156 


2HD2 


ASN A 117 


9. 194 


66. 772 


16. 957 


1.00 


20.00 


ATOM 


1157 


N 


VAL A 118 


12.261 


61.657 


14.908 


1.00 


2.80 


ATOM 


1158 


CA 


VAL A 118 


12. 889 


60. 363 


15.168 


1.00 


2.80 


ATOM 


1159 


C 


VAL A 118 


13.317 


60. 341 


16.623 


1.00 


2.80 


ATOM 


1160 


0 


VAL A 118 


13. 598 


61.390 


17. 189 


1.00 


2.80 


ATOM 


1161 


CB 


VAL A 118 


14.106 


60. 198 


14.240 


1.00 


2.80 


ATOM 


1162 


CGI 


VAL A 118 


14.931 


58. 932 


14.486 


1.00 


2.80 


ATOM 


1163 


CG2 


VAL A 118 


13.686 


60. 300 


12. 780 


1.00 


2.80 


ATOM 


1164 


H 


VAL A 118 


12.814 


62.483 


15.015 


1.00 


20.00 


ATOM 


1165 


N 


SER A 119 


13. 364 


59. 128 


17.200 


1.00 


3.07 


ATOM 


1166 


CA 


SER A 119 


13.914 


59.016 


18.551 


1.00 


3.07 


ATOM 


1167 


C 


SER A 119 


15. 367 


59.474 


18.716 


1.00 


3.07 


ATOM 


1168 


0 


SER A 119 


15. 669 


60. 363 


19.502 


1.00 


3.07 


ATOM 


1169 


CB 


SER A 119 


13. 586 


57. 589 


19. 052 


LOO 


3.07 


ATOM 


1170 


OG 


SER A 119 


14.115 


56. 654 


18.053 


1.00 


3.07 


ATOM 


1171 


H 


SER A 119 


13. 064 


58. 308 


16.706 


1.00 


20. 00 


ATOM 


1172 


HG 


SER A 119 


14. 876 


56. 209 


18.450 


1.00 


20.00 
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ATOM 1173 N GLU A 120 

ATOM 1174 CA GLU A 120 

ATOM 1175 C GLU A 120 

ATOM 1176 0 GLU A 120 

ATOM 1177 CB GLU A 120 

ATOM 1178 CG GLU A 120 

ATOM 1179 CD GLU A 120 

ATOM 1180 OEl GLU A 120 

ATOM 1181 0E2 GLU A 120 

ATOM 1182 H GLU A 120 

ATOM 1183 N LEU A 121 

ATOM 1184 CA LEU A 121 

ATOM 1185 C LEU A 121 

ATOM 1186 0 LEU A 121 

ATOM 1187 CB LEU A 121 

ATOM 1188 CG LEU A 121 

ATOM 1189 CDl LEU A 121 

ATOM 1190 CD2 LEU A 121 

ATOM 1191 H LEU A 121 

ATOM 1192 N SER A 122 

ATOM 1193 CA SER A 122 

ATOM 1194 C SER A 122 

ATOM 1195 0 SER A 122 
ATOM 1196 CB SER A 122 
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16.257 58.852 17.922 1.00 12.56 
17.662 59.245 18.058 1.00 12.56 
18.245 59.835 16.796 1.00 12.56 
18.428 59.174 15.782 1.00 12.56 
18.576 58.093 18.498 1.00 12.56 
18.296 57.424 19.851 1.00 12.56 
17.012 56.613 19.830 1.00 12.56 
16.676 56.047 18.790 1.00 12.56 
16.340 56.562 20.857 1.00 12.56 
15.973 58.071 17.365 1.00 20.00 
18.572 61.127 16.897 1.00 16.20 
19.092 61.724 15.669 1.00 16.20 
20.555 61.434 15.374 1.00 16.20 
21.031 61.580 14.255 1.00 16.20 
18.721 63.205 15.560 1.00 16.20 

17.226 63.441 15.290 1.00 16.20 
16.729 62.549 14.164 1.00 16.20 
16.310 63.322 16.510 1.00 16.20 
18.412 61.651 17.733 1.00 20.00 

21.227 60.893 16.409 1.00 8.33 
22.535 60.272 16.188 1.00 8.33 
22.568 59.195 15.112 1.00 8.33 
23.584 58.940 14.479 1.00 8.33 
23.045 59.687 17.500 1.00 8.33 




wo 98/10070 



ATOM 


1197 


ATOM 


1198 


ATOM 


1199 


ATOM 


1200 


ATOM 


1201 


ATOM 


1202 


ATOM 


1203 


ATOM 


1204 


ATOM 


1205 


ATOM 


1206 


ATOM 


1207 


ATOM 


1208 


ATOM 


1209 


ATOM 


1210 


ATOM 


1211 


ATOM 


1212 


ATOM 


1213 


ATOM 


1214 


ATOM 


1215 


ATOM 


1216 


ATOM 


1217 


ATOM 


1218 


ATOM 


1219 


ATOM 


1220 



OG 


SER A 122 


H 


SER A 122 


HG 


SER A 122 


N 


LEU A 123 


CA 


LEU A 123 


C 


LEU A 123 


0 


LEU A 123 


CB 


LEU A 123 


CG 


LEU A 123 


CDl 


LEU A 123 


CD2 LEU A 123 


H 


LEU A 123 


N 


VAL A 124 


CA 


VAL A 124 


C 


VAL A 124 


0 


VAL A 124 


CB 


VAL A 124 


CGI VAL A 124 


CG2 VAL A 124 


H 


VAL A 124 


N 


ASN A 125 


CA 


ASN A 125 


C 


ASN A 125 


0 


ASN A 125 




127 

22, 731 60. 587 
20. 883 60. 940 
23.155 60.237 
21.385 58.577 
21.259 57.556 
21.336 58.072 
21.589 57.318 
19. 918 56. 851 
19. 596 56. 197 
18. 093 55. 945 
20.438 54.948 
20. 574 58. 842 
21.025 59.371 
20. 726 59. 799 
21.921 59.840 
22. 982 60. 387 
19.940 61.116 
19.532 61.582 
18. 682 60. 926 
21.015 60.016 
21.557 59.217 
22.640 59.347 
22.475 60.654 
21.375 61.039 
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18.567 1.00 8.33 
17.347 1.00 20.00 
19.341 1.00 20.00 
14.931 1.00 10.07 
13.894 1.00 10.07 
12.471 1.00 10.07 
11.540 1.00 10.07 
14.007 1.00 10.07 
15.341 1.00 10.07 
15.449 1.00 10.07 
15.593 1.00 10.07 
15.457 1.00 20.00 
12.325 1.00 5.90 
10.964 1.00 5.90 
10.046 1.00 5.90 
10.323 1.00 5.90 
10.948 1.00 5.90 
9.546 1.00 5.90 
11.782 1.00 5.90 
13.092 1.00 20.00 
8.896 1.00 5.82 
7.835 1.00 5.82 
7.120 1.00 5.82 
6.750 1.00 5.82 




wo 98/10070 

ATOM 1221 CB ASN A 125 

ATOM 1222 CG ASN A 125 

ATOM 1223 ODl ASN A 125 

ATOM 1224 ND2 ASN A 125 

ATOM 1225 H ASN A 125 

ATOM 1226 1HD2 ASN A 125 

ATOM 1227 2HD2 ASN A 125 



ATOM 


1228 


N 


PHE A 126 


ATOM 


1229 


CA 


PHE A 126 


ATOM 


1230 


C 


PHE A 126 


ATOM 


1231 


0 


PHE A 126 


ATOM 


1232 


CB 


PHE A 126 


ATOM 


1233 


CG 


PHE A 126 


ATOM 


1234 


CDl 


PHE A 126 


ATOM 


1235 


CD2 PHE A 126 


ATOM 


1236 


CEl 


PHE A 126 


ATOM 


1237 


CE2 PHE A 126 


ATOM 


1238 


CZ 


PHE A 126 


ATOM 


1239 


H 


PHE A 126 


ATOM 


1240 


N 


GLU A 127 


ATOM 


1241 


CA 


GLU A 127 


ATOM 


1242 


C 


GLU A 127 


ATOM 


1243 


0 


GLU A 127 


ATOM 


1244 


CB 


GLU A 127 
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22.501 58.207 6.835 1.00 5.82 

22.928 56.936 7.511 1.00 5.82 

23.689 56.957 8.463 1.00 5.82 

22.402 55.826 6.977 1.00 5.82 

20.748 58.818 8.760 1.00 20.00 

21.811 55.874 6.174 1.00 20.00 

22.587 54.944 7.409 1.00 20.00 

23.629 61.297 6.914 1.00 7.35 

23.582 62.373 5.934 1.00 7.35 

24.544 62.117 4.810 1.00 7.35 

25.128 63.023 4.233 1.00 7.35 

23.870 63.740 6.546 1.00 7.35 

22.917 64.028 7.676 1.00 7.35 

23.359 63.811 8.997 1.00 7.35 

21.621 64.520 7.402 1.00 7.35 

22.510 64.136 10.070 1.00 7.35 

20.773 64.851 8.476 1.00 7.35 

21.236 64.676 9.798 1.00 7.35 

24.485 61.035 7.360 1.00 20.00 

24.688 60.812 4.511 1.00 24.73 

25.455 50.561 3.297 1.00 24.73 

24.765 61.137 2.073 1.00 24.73 

25.389 61.707 1.189 1.00 24.73 

25.725 59.072 3.104 1.00 24.73 



wo 98/10070 
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ATOM 


1245 


CG 


GLU A 127 


26. 677 


58. 837 


1.922 


1.00 24.73 


ATOM 


1246 


CD 


GLU A 127 


27. 964 


58.218 


2.414 


1.00 24.73 


ATOM 


1247 


OEl 


GLU A 127 


28. 272 


57. 109 


1.979 


1.00 24.73 


ATOM 


1248 


0E2 


GLU A 127 


28. 632 


58. 829 


3.245 


1.00 24.73 


ATOM 


1249 


H 


GLU A 127 


24. 181 


60. 106 


5.002 


1.00 20.00 


ATOM 


1250 


N 


GLU A 128 


23.431 


60. 945 


2.079 


1.00 23.04 


ATOM 


1251 


CA 


GLU A 128 


22. 694 


61.261 


0.861 


1.00 23.04 


ATOM 


1252 


C 


GLU A 128 


21.313 


61.807 


1.171 


1.00 23.04 


ATOM 


1253 


0 


GLU A 128 


20. 947 


61.971 


2.328 


1.00 23.04 


ATOM 


1254 


CB 


GLU A 128 


22. 615 


59. 987 


0.045 


1.00 23.04 


ATOM 


1255 


CG 


GLU A 128 


23.910 


59. 607 


-0. 685 


1.00 23.04 


ATOM 


1256 


CD 


GLU A 128 


23. 939 


60. 144 


-2. 103 


1.00 23.04 


ATOM 


1257 


OEl 


GLU A 128 


22. 997 


60. 832 


-2.510 


1.00 23.04 


ATOM 


1258 


0E2 


GLU A 128 


24.913 


59.852 


-2.798 


1.00 23.04 


ATOM 


1259 


H 


GLU A 128 


22. 928 


60. 568 


2.862 


1.00 20.00 


ATOM 


1260 


N 


SER A 129 


20. 537 


62. 056 


0.099 


1.00 19.86 


ATOM 


1261 


CA 


SER A 129 


19.298 


62. 850 


0.216 


1.00 19.86 


ATOM 


1262 


C 


SER A 129 


18. 103 


62. 253 


0.958 


1.00 19.86 


ATOM 


1263 


0 


SER A 129 


17.013 


62. 805 


1.032 


1.00 19.86 


ATOM 


1264 


CB 


SER A 129 


18. 861 


63. 281 


-1.184 


1.00 19.86 


ATOM 


1265 


OG 


SER A 129 


20. 026 


63.459 


-1.996 


1.00 19.86 


ATOM 


1266 


H 


SER A 129 


20.885 


61.864 


-0. 824 


1.00 20.00 


ATOM 


1267 


HG 


SER A 129 


19.718 


63. 707 


-2.867 


1.00 20.00 


ATOM 


1268 


N 


GLN A 130 


18.363 


61. 056 


1.484 


1.00 15.57 



wo 98/10070 

ATOM 1269 CA GLN A 130 
ATOM 1270 C GLN A 130 
ATOM 1271 0 GLN A 130 
ATOM 1272 CB GLN A 130 
ATOM 1273 CG GLN A 130 
ATOM 1274 CD GLN A 130 
ATOM 1275 DEI GLN A 130 
ATOM 1276 NE2 GLN A 130 
ATOM 1277 H GLN A 130 
ATOM 1278 1HE2 GLN A 130 
ATOM 1279 2HE2 GLN A 130 
ATOM 1280 N THR A 131 
ATOM 1281 CA THR A 131 
ATOM 1282 C THR A 131 
ATOM 1283 0 THR A 131 
ATOM 1284 CB THR A 131 
ATOM 1285 OGl THR A 131 
ATOM 1286 CG2 THR A 131 
ATOM 1287 H THR A 131 
ATOM 1288 HGl TOR A 131 
ATOM 1289 N PHE A 132 
ATOM 1290 CA PHE A 132 
ATOM 1291 C PHE A 132 
ATOM 1292 0 PHE A 132 
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17.353 60.136 1.992 1.00 15.57 
16.283 60.634 2.962 1.00 15.57 
15.133 60.216 2.905 1.00 15.57 
18.125 58.956 2.558 1.00 15.57 
19.140 59.328 3.657 1.00 15.57 
20.572 58.937 3.305 1.00 15.57 
21.535 59.345 3.944 1.00 15.57 
20.710 58.067 2.295 1.00 15.57 
19.321 60.784 1.462 1.00 20.00 
20.003 57.812 1.637 1.00 20.00 
21.612 57.658 2.183 1.00 20.00 
16.719 61.510 3.877 1.00 3.96 
15.791 61.902 4.933 1.00 3.96 
14.970 63.131 4.590 1.00 3.96 
15.474 64.245 4.469 1.00 3.96 
16.558 62.045 6.253 1.00 3.96 
17.098 60.768 6.631 1.00 3.96 
15.726 62.628 7.400 1.00 3.96 
17.641 61.887 3.823 1.00 20.00 
17.691 60.951 7.349 1.00 20.00 
13.557 62.845 4.442 1.00 6.06 
12.752 63.873 3.965 1.00 6.06 
11.362 63.754 4.556 1.00 6.06 
10.972 62.693 5.022 1.00 6.06 
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ATOM 


1293 


CB 


PHE A 132 


12.702 


63. 885 


2.427 


1.00 


6.06 


ATOM 


1294 


CG 


PHE A 132 


12.234 


62. 575 


1.829 


1.00 


6.06 


ATOM 


1295 


CDl PHE A 132 


10. 884 


62. 175 


1.949 


LOO 


6.06 


ATOM 


1296 


CD2 PHE A 132 


13. 169 


61.778 


1.136 


1.00 


6.06 


ATOM 


1297 


CEl PHE A 132 


10.467 


60. 957 


1.382 


1.00 


6.06 


ATOM 


1298 


CE2 PHE A 132 


12.753 


60. 561 


0.563 


LOO 


6.06 


ATOM 


1299 


CZ 


PHE A 132 


11.407 


60. 162 


0.695 


1.00 


6.06 


ATOM 


1300 


H 


PHE A 132 


13. 343 


61.917 


4.647 


1.00 20.00 


ATOM 


1301 


N 


PHE A 133 


10. 628 


64.873 


4.477 


1.00 


7. 15 


ATOM 


1302 


CA 


PHE A 133 


9.214 


64.866 


4.855 


1.00 


7- 15 


ATOM 


1303 


C 


PHE A 133 


8.445 


65. 768 


3.918 


1. 00 


7. 15 


ATOM 


1304 


0 


PHE A 133 


8.868 


66.881 


3.647 


1 /\f\ 

1. 00 


7. lb 


ATOM 


1305 


CB 


PHE A 133 


9.052 


65. 335 


6.310 


1.00 


7.15 


ATOM 


1306 


CG 


PHE A 133 


7.611 


55. 586 


6.714 


LOO 


7.15 


ATOM 


1307 


CDl PHE A 133 


6.609 


64.626 


6.446 


1.00 


7.15 


ATOM 


1308 


CD2 PHE A 133 


7.299 


66. 794 


7.375 


LOO 


7.15 


ATOM 


1309 


CEl PHE A 133 


5.281 


64.876 


6.837 


LOO 


7.15 


ATOM 


1310 


CE2 PHE A 133 


5.972 


67.039 


7.779 


1.00 


7.15 


ATOM 


1311 


CZ 


PHE A 133 


4.975 


66.081 


7.503 


1.00 


7.15 


ATOM 


1312 


H 


PHE A 133 


11.065 


65. 710 


4.134 


1.00 


20.00 


ATOM 


1313 


N 


GLY A 134 


7.306 


65. 265 


3.432 


1.00 


4.00 


ATOM 


1314 


CA 


GLY A 134 


6. 587 


66. 141 


2.523 


LOO 


4.00 


ATOM 


1315 


C 


GLY A 134 


5.111 


65. 853 


2.424 


1.00 


4.00 


ATOM 


1316 


0 


GLY A 134 


4.638 


64. 774 


2.764 


1.00 


4.00 



wo 98/10070 

ATOM 1317 H GLY A 134 

ATOM 1318 N LEU A 135 

ATOM 1319 CA LEU A 135 

ATOM 1320 C LEU A 135 

ATOM 1321 0 LEU A 135 

ATOM 1322 CB LEU A 135 

ATOM 1323 CG LEU A 135 

ATOM 1324 CDl LEU A 135 

ATOM 1325 CD2 LEU A 135 

ATOM 1326 H LEU A 135 

ATOM 1327 N TYR A 136 

ATOM 1328 CA TYR A 136 

ATOM 1329 C TYR A 136 

ATOM 1330 0 TYR A 136 

ATOM 1331 CB TYR A 136 

ATOM 1332 CG TYR A 136 

ATOM 1333 CDl TYR A 136 

ATOM 1334 CD2 TYR A 136 

ATOM 1335 CEl TYR A 136 

ATOM 1336 CE2 TYR A 136 

ATOM 1337 CZ TYR A 136 

ATOM 1338 OH TYR A 136 

ATOM 1339 H TYR A 136 

ATOM 1340 HH TYR A 136 



PCT/JP97/02!>83 



132 



6.958 64.355 3.670 1.00 20.00 

4.410 66.893 1.946 1.00 5.48 

2.963 66.783 1.775 1.00 5.48 

2.573 67.208 0.387 1.00 5.48 

3.311 67.919 -0.285 1.00 5.48 

2.154 67.712 2.683 1.00 5.48 

2.479 67.767 4.168 1.00 5.48 

1.468 68.655 4.892 1.00 5.48 

2.584 66.394 4.809 1.00 5.48 
4.910 67.671 1.560 1.00 20.00 
1.345 66.809 0.030 1.00 5.12 

0.694 67.444 -1.113 1.00 5.12 

-0.799 67.241 -1.096 1.00 5.12 

-1.284 66.190 -0.703 1.00 5.12 

1.278 66.980 -2.454 1.00 5.12 

1.350 65.477 -2.571 1.00 5.12 

2.412 64.790 -1.951 1.00 5.12 

0.372 64.808 -3.330 1.00 5.12 

2.541 63.408 -2.156 1.00 5.12 

0.509 63.428 -3.543 1.00 5.12 

1.609 62.754 -2.982 1.00 5.12 
1.767 61.412 -3.258 1.00 5.12 
0.911 66.058 0.534 1.00 20.00 
0.909 61.010 -3.263 1.00 20.00 
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ATOM 


1341 


N 


LYS A 137 


-1.507 


68.291 


-1.538 


1.00 11-54 


ATOM 


1342 


CA 


LYS A 137 


-2. 953 


58.117 


-1.654 


1.00 11.54 


ATOM 


1343 


C 


LYS A 137 


-3. 344 


67. 290 


-2. 869 


1.00 11.54 


ATOM 


1344 


0 


LYS A 137 


-2. 754 


67.419 


-3.936 


1.00 11.54 


ATOM 


1345 


CB 


LYS A 137 


-3. 665 


69.482 


-1.621 


1.00 11.54 


ATOM 


1346 


CG 


LYS A 137 


-5. 187 


69. 346 


-1.504 


1.00 11.54 


ATOM 


1347 


CD 


LYS A 137 


-5. 992 


70. 630 


-1.322 


1.00 11.54 


ATOM 


1348 


CE 


LYS A 137 


-7.486 


70. 304 


-1.403 


1.00 . 


11.54 


ATOM 


1349 


NZ 


LYS A 137 


-8. 302 


71.450 


-0. 976 


l.Oa 11.54 


ATOM 


1350 


H 


LYS A 137 


-1.020 


69.113 


-1.839 


1.00 20.00 


ATOM 


1351 


IHZ 


LYS A 137 


-9. 308 


71.233 


-1.116 


1.00 20.00 


ATOM 


1352 


2HZ 


LYS A 137 


-8. 173 


71.604 


0.050 


1.00 20.00 


ATOM 


1353 


3HZ 


LYS A 137 


-8. 047 


72.322 


-1.482 


1.00 20.00 


ATOM 


1354 


N 


LEU A 138 


-4. 353 


66.438 


-2.633 


1.00 


2.56 


ATOM 


1355 


CA 


LEU A 138 


-4.970 


65. 690 


-3. 725 


1.00 


2-56 


ATOM 


1356 


C 


LEU A 138 


-6. 144 


66.433 


-4.378 


1.00 


2.56 


ATOM 


1357 


0 


LEU A 138 


-6.847 


65.833 


-5. 193 


1.00 


2.56 


ATOM 


1358 


CB 


LEU A 138 


-5. 401 


64.309 


-3.210 


1.00 


2.56 


ATOM 


1359 


CG 


LEU A 138 


-4.306 


63. 538 


-2.464 


1.00 


2.56 


ATOM 


1360 


CDl LEU A 138 


-4.866 


62. 281 


-1.807 


1.00 


2.56 


ATOM 


1351 


CD2 LEU A 138 


-3. 095 


63. 225 


-3.345 


1.00 


2.56 


ATOM 


1362 


OXT LEU A 138 


-6. 365 


67.610 


-4.073 


LOO 


2.56 


ATOM 


1363 


H 


LEU A 138 


-4.752 


66.418 


-1.714 


1.00 20.00 


ATOM 


1364 


N 


ARG B 1 


-2. 937 


62.603 


-15. 335 


1.00 


5.73 
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ATOM 


1365 


CA 


ARG 6 


1 


-2. 035 


63. 134 


-16.365 


1 


.00 


5.73 


ATOM 


1366 


C 


ARG B 


1 


-0. 958 


62. 103 


-16. 634 


1 


.00 


5.73 


ATOM 


1367 


0 


ARG B 


1 


-1. 307 


60. 944 


-16. 804 


1 


.00 


5.73 


ATOM 


1368 


CB 


ARG B 


1 


-1.504 


64.518 


-15. 977 


1 


.00 


5.73 


ATOM 


1369 


CG 


ARG B 


1 


-2. 513 


65. 637 


-16.220 


1 


.00 


5.73 


ATOM 


1370 


CD 


ARG B 


1 


-1.898 


67.011 


-15.960 


1 


.00 


5.73 


ATOM 


1371 


NE 


ARG B 


1 


-2.866 


68. 071 


-16.230 


1 


.00 


5.73 


ATOM 


1372 


CZ 


ARG B 


1 


-3. 105 


69. 035 


-15.314 


1 


.00 


5.73 


ATOM 


1373 


NHl 


ARG B 


1 


-3. 990 


69. 989 


-15. 599 


1 


.00 


5.73 


ATOM 


1374 


NH2 ARG B 


1 


-2. 471 


69. 032 


-14.139 


1 


.00 


5.73 


ATOM 


1375 


IH 


ARG B 


1 


-3.784 


63. 195 


-15.230 


1. 


00 20.00 


ATOM 


1376 2H 


ARG B 


1 


-3. 197 


61.641 


-15.643 


1. 


00 20. 00 


ATOM 


1377 


3H 


ARG B 


1 


-2.432 


62. 534 


-14.428 


1. 


00 20.00 


ATOM 


1378 


HE 


ARG B 


1 


-3. 320 


68. 068 


-17. 123 


1. 


00 20.00 


ATOM 


1379 


IHHl 


ARG B 


1 


-4.193 


70. 723 


-14.951 


1. 


00 20.00 


ATOM 


1380 2HH1 


ARG B 


1 


-4.476 


69. 987 


-16.474 


1. 


00 20.00 


ATOM 


1381 


1HH2 ARG B 


1 


-2.614 


69. 754 


-13.462 


1. 


00 20. 00 


ATOM 


1382 2HH2 ARG B 


1 


-1.839 


68. 293 


-13.898 


1. 


00 20.00 


Aim 


1383 


N 


LYS B 


2 


0.318 


62. 537 


-16.655 


1. 


00 19.49 


ATOM 


1384 


CA 


LYS B 


2 


1.393 


61.594 


-16. 965 


1. 


00 19.49 


ATOM 


1385 


C 


LYS B 


2 


1.627 


60. 661 


-15.819 


1. 


00 . 


19.49 


ATOM 


1386 


0 


LYS B 


2 


1.798 


61.091 


-14.685 


1. 


00 19.49 


ATOM 


1387 


CB 


LYS B 


2 


2.732 


62. 274 


-17.247 


1. 


00 19.49 


ATOM 


1388 


CG 


LYS B 


2 


2.778 


63.147 


-18.491 


1. 


00 19.49 
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ATOM 


1389 CD 


LYS B 


2 


ATOM 


1390 CE 


LYS B 


2 


ATOM 


1391 NZ 


LYS B 


2 


ATOM 


1392 H 


LYS B 


2 


ATOM 


1393 IHZ 


LYS B 


2 


ATOM 


1394 2HZ 


LYS B 


2 


ATOM 


1395 3HZ 


LYS B 


2 


ATOM 


1396 N 


VAL B 


3 


ATOM 


1397 CA 


VAL B 


3 


ATOM 


1398 C 


VAL B 


3 


ATOM 


1399 0 


VAL B 


3 


ATOM 


1400 CB 


VAL B 


3 


ATOM 


1401 CGI VAL B 


3 


ATOM 


1402 CG2 VAL B 


3 


ATOM 


1403 H 


VAL B 


3 


ATOM 


1404 N 


ALA B 


4 


ATOM 


1405 CA 


ALA B 


4 


ATOM 


1406 C 


ALA B 


4 


ATOM 


1407 0 


ALA B 


4 


ATOM 


1408 CB 


ALA B 


4 


ATOM 


1409 H 


ALA B 


4 


ATOM 


1410 N 


HIS B 


5 


ATOM 


1411 CA 


HIS B 


5 


ATOM 


1412 C 


HIS B 


5 



2.066 64.470 -18.286 1.00 19.49 
2.193 65.340 -19.507 1.00 19.49 
1.180 65.110 -20.544 1.00 19.49 
0.597 63.447 -16.360 1.00 20.00 
1.214 65.974 -21.140 1.00 20.00 
1.405 64.257 -21.095 1.00 20.00 
0. 233 65. 037 -20. 128 1 . 00 20. 00 

1.581 59.377 -16.177 1.00 4.59 
1.753 58.335 -15.177 1.00 4.59 
2.608 57.262 -15.816 1.00 4.59 

2.582 57.072 -17.030 1.00 4.59 
0.379 57.792 -14.718 1.00 4.59 
0.475 56.648 -13.705 1.00 4.59 

-0.487 58.909-14.131 1.00 4.59 
1.494 59.105 -17.136 1.00 20.00 
3.368 56.603 -14.938 1.00 5.22 
4.135 55.432 -15.315 1.00 5.22 
4.150 54.517 -14.117 1.00 5.22 
4.200 54.973 -12.981 1.00 5.22 
5.576 55.815 -15.653 1.00 5.22 
3.349 56.867 -13.969 1.00 20.00 
4.111 53.221 -14.421 1.00 4.76 
4.349 52.235 -13.371 1.00 4.76 
4.993 51.074 -14.063 1.00 4.76 
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ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
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1413 0 HIS B 5 4.331 

1414 CB HIS B 5 3.032 

1415 CG HIS B 5 3. 317 

1416 NDl HIS B 5 3.511 

1417 CD2 HIS B 5 3. 455 

1418 CEl HIS B 5 3. 773 

1419 NE2 HIS B 5 3. 740 

1420 H HIS B 5 3.968 

1421 HDl HIS B 5 3.469 

1422 N LEU B 6 6. 259 

1423 CA LEU B 6 7.023 

1424 C LEU B 6 7.455 

1425 0 LEU B 6 7.694 

1426 CB LEU B 6 8. 319 

1427 CG LEU B 6 8. 147 

1428 CDl LEU B 6 9. 510 

1429 CD2 LEU B 6 7.204 

1430 H LEU B 6 6. 704 

1431 N THR B 7 7. 595 

1432 CA m B 7 8. 116 

1433 C THR B 7 9.485 

1434 0 THR B 7 9.911 

1435 CB THR B 7 7. 112 

1436 OGl THR B 7 6. 655 



50.490 
51.774 
50. 760 
51.104 
49.372 
49.951 
48.886 
52. 930 
52.017 
50.801 - 
49.785 - 
48.665 - 
48.882 - 
50.358 - 
51.555 ■ 
52.012 
51.258 
51.325 
47.482 
46.387 
45.927 
46. 195 
45.234 
44.949 



14.896 
12.730 
•11.644 
-10. 365 
-11.763 
-9.680 
-10.533 
-15.371 
-10. 008 
-13.732 
-14.455 
-13.559 
-12.380 
-14.995 
-15.901 
-16.382 
-17.060 
-13.009 
-14.168 
-13.358 
-13.817 
-14.935 
-13.336 
-14.663 



1.00 4.76 
1.00 4.76 
1.00 4.76 
1.00 4.76 
1.00 4.76 
1.00 4.76 
1.00 4.76 
1.00 20.00 
1.00 20.00 
1.00 6.04 
1.00 6.04 
1.00 6.04 
1.00 6.04 
1.00 6.04 
1.00 6.04 
1.00 6.04 
1.00 6.04 
1.00 20.00 
1.00 3.03 
1.00 3.03 
1.00 3.03 
1.00 3.03 
1.00 3.03 
1.00 3.03 
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ATOM 1437 CG2 TOR B 7 

ATOM 1438 H THR B 7 

ATOM 1439 HGl THR B 7 

ATOM 1440 N GLY B 8 

ATOM 1441 CA GLY B 8 

ATOM 1442 C GLY B 8 

ATOM 1443 0 GLY B 8 

ATOM 1444 H GLY B 8 

ATOM 1445 N LYS B 9 

ATOM 1446 CA LYS B 9 

ATOM 1447 C LYS B 9 

ATOM 1448 0 LYS B 9 

ATOM 1449 CB LYS B 9 

ATOM 1450 CG LYS B 9 

ATOM 1451 CD LYS B 9 

ATOM 1452 CE LYS B 9 

ATOM 1453 NZ LYS B 9 

ATOM 1454 H LYS B 9 

ATOM 1455 IHZ LYS B 9 
ATOM 1456 2HZ LYS B 9 
ATOM 1457 3HZ LYS B 9 

ATOM 1458 N SER B 10 

ATOM 1459 CA SER B 10 
ATOM 1460 C SER B 10 
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5.923 45.549 -12.423 1.00 3.03 
7.403 47.340 -15.143 1.00 20.00 
6.334 44.057 -14.655 1.00 20.00 
10.169 45.241 -12.885 1.00 3.29 
11.479 44.700 -13.245 1.00 3.29 
11.416 43.393 -14.016 1.00 3.29 
10.604 42.517 -13.740 1.00 3.29 
9.769 45.109 -11.974 1.00 20.00 
12.331 43.292 -14.996 1.00 6.71 
12.359 42.070 -15.801 1.00 6.71 
12.776 40.805 -15.075 1.00 6.71 
13.951 40.545 -14.840 1.00 6.71 
13.256 42.205 -17.028 1.00 6.71 
12.803 43.248 -18.036 1.00 6.71 
13.558 43.111 -19.356 1.00 6.71 
13.034 44.076 -20.419 1.00 6.71 
14.003 44.169 -21.520 1.00 6.71 
12.937 44.069 -15.182 1.00 20.00 
13.760 44.969 -22.136 1.00 20.00 
14.946 44.419 -21.127 1.00 20.00 
14.076 43.284 -22.051 1.00 20.00 
11.747 39.985 -14.810 1.00 13.61 
11.964 38.612 -14.334 1.00 13.61 
13.071 37.832 -15.017 1.00 13.61 
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ATOM 1461 0 SER B 10 

ATOM 1462 CB SER B 10 

ATOM 1463 OG SER B 10 

ATOM 1464 H SER B 10 

ATOM 1465 HG SER B 10 

ATOM 1466 N ASN B 11 

ATOM 1467 CA ASN B 11 

ATOM 1468 C ASN B 11 

ATOM 1469 0 ASN B 11 

ATOM 1470 CB ASN B 11 

ATOM 1471 CG ASN B 11 

ATOM 1472 ODl ASN B 11 

ATOM 1473 ND2 ASN B 11 

ATOM 1474 H ASN B 11 

ATOM 1475 1HD2 ASN B 11 

ATOM 1476 2HD2 ASN B 11 

ATOM 1477 N SER B 12 

ATOM 1478 CA SER B 12 

ATOM 1479 C SER B 12 

ATOM 1480 0 SER B 12 

ATOM 1481 CB SER B 12 

ATOM 1482 OG SER B 12 

ATOM 1483 H SER B 12 

ATOM 1484 HG SER B 12 
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13.970 37.261 -14.409 1.00 13.61 
10.673 37.804 -14.424 1.00 13.61 
9.604 38.576 -13.884 1.00 13.61 
10.839 40.413 -14.779 1.00 20.00 
8.872 37.982 -13.776 1.00 20.00 
12.970 37.830 -16.352 1.00 8.64 
14.102 37.232 -17.049 1.00 8.64 
15.041 38.261 -17.633 1.00 8.64 
15.192 38.429 -18.836 1.00 8.64 
13.657 36.153 -18.048 1.00 8.64 
13.192 34.864 -17.360 1.00 8.64 
12.646 33.972 -17.994 1.00 8.64 
13.420 34.765 -16.037 1.00 8.64 
12.213 38.284 -16.820 1.00 20.00 
13.855 35.461 -15.458 1.00 20.00 
13.115 33.917 -15.609 1.00 20.00 
15.692 38.936 -16.679 1.00 14.76 
16.852 39.723 -17.067 1.00 14.76 
18.084 39.073 -16.486 1.00 14.76 
18.003 38.271 -15.563 1.00 14.76 
16.722 41.173 -16.597 1.00 14.76 
17.626 41.998 -17.338 1.00 14.76 
15.500 38.780 45.708 1.00 20.00 
17.326 42.893 -17.220 1.00 20.00 
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ATOM 


1485 


N 


ARG B 


13 


19. 233 


on AO A 

39.4z4 - 


-1/. Uol 


^ no ^A f\7 

1 . Uu 1*4. \>£/ 


ATOM 


1486 


CA 


ARG B 


13 


20. 459 


38.887 - 


-lo. 4yz 


1 nn 1A f^9 

i. UU 14. DZ 


ATOM 


1487 


C 


ARG B 


13 


20. 732 


39.464 - 


-15. 113 


1 AA T yl AO 
l.OU 14. OZ 


ATOM 


1488 


0 


ARG B 


13 


20. 252 


40.533 ■ 


-14. 771 


1 AA 1 A CO 
l.OU 14. OZ 


ATOM 


1489 


CB 


ARG B 


13 


21.651 


39. 127 ■ 


-17.421 


n A A 1 >l CO 

1.00 14. bZ 


ATOM 


1490 


CG 


ARG B 


13 


21.465 


38.479 ■ 


-18. yy^ 


l.UO 14. DZ 


ATOM 


1491 


CD 


ARG B 


13 


22. 723 


38.571 • 


-ly. DOl 


l.UU 14. DZ 


ATOM 


1492 


NE 


ARG B 


13 


22. 569 


37.794 • 


0 AO 

-20.893 


1 AA 1 A CO 

1.00 14. oZ 


ATOM 


1493 


CZ 


ARG B 


13 


22.814 


36.463 


-20.915 


1 AA 1 A CO 

1.00 14. oZ 


ATOM 


1494 


NHl 


ARG B 


13 


22. 591 


35. 776 


-22. 032 


1 AA 1 >l CO 

1.00 14, oZ 


ATOM 


1495 


NH2 ARG B 


13 


23. 270 


35. 837 


1 r\ ooA 

-19. 829 


1 AA ^ A AO 

1.00 14. DZ 


ATOM 


1496 


H 


ARG B 


13 


19. 207 


40. 156 


-17. 765 


1 AA OA AH 
1. 00 ZO. OU 


ATOM 


1497 


HE 


ARG B 


13 


22.226 


38. 279 


0 1 Cf\t\ 

-21. 699 


1 AA OA AA 
1. 00 ZO. UU 


ATOM 


1498 


IHHl 


ARG B 


13 


22. 754 


34. 790 


00 AO A 


1 AA OA AA 
1. UU ZU. UU 


ATOM 


1499 2HH1 


ARG B 


13 


22.251 


O/* o o o 

36. 238 


00 oco 
-ZZ. odZ 


1 AA OA AA 
l.UU ZU. UU 


ATOM 


1500 1HH2 ARC B 


13 


23. 434 


34.851 


-19. 81z 


1 AA OA AA 
1. UU ZU. UU 


ATOM 


1501 


2HH2 


ARG B 


13 


23.457 


nn oc o 

36. 3dz 


-lo. yyo 


1 AA 9A no 


ATOM 


1502 


N 


SER B 


14 


21. 549 


OQ 

00. /ol 


-14. 04U 


1 AA ^ Kf{ 


ATOM 


1503 


CA 


SER B 


14 


21. olz 




1 9 Q77 


1 AA R 

X • UU u. uo 


ATOM 


1504 


C 


SER B 


14 


22.520 


A A c oc 

40. 535 


-IZ. oU/ 


1 AA c^ 
l.UU D. Do 


ATOM 


1505 


0 


SER B 


14 


22.519 


41.117 


-11.732 


1.00 5.58 


ATOM 


1506 


CB 


SER B 


14 


22. 559 


38.112 


-12.209 


1.00 5.58 


ATOM 


1507 


OG 


SER B 


14 


22. 065 


36.832 


-12.622 


1.00 5,58 


ATOM 


1508 


H 


SER B 


14 


21.798 


37. 787 


-14.558 


1.00 20.00 
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ATOM 1509 HG SERB 14 

ATOM 1510 N MET B 15 

ATOM 1511 CA MET B 15 

ATOM 1512 C MET B 15 

ATOM 1513 0 MET B 15 

ATOM 1514 CB METB 15 

ATOM 1515 CG MET B 15 
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ATOM 1517 CE MET B 15 

ATOM 1518 H MET B 15 

ATOM 1519 N PRO B 16 

ATOM 1520 CA PRO B 16 

ATOM 1521 C PRO B 16 

ATOM 1522 0 PRO B 16 

ATOM 1523 CB PRO B 16 

ATOM 1524 CG PRO B 16 

ATOM 1525 CD PRO B 16 

ATOM 1526 N LEU B 17 

ATOM 1527 CA LEU B 17 
ATOM 1528 C LEU B 17 
ATOM 1529 0 LEU B 17 
ATOM 1530 CB LEU B 17 
ATOM 1531 CG LEU B 17 
ATOM 1532 GDI LEU B 17 
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22.136 36.270 -11.860 1.00 20.00 
23.138 40.993 -13.914 1.00 11.01 
23.705 42.340 -13.849 1.00 11.01 
22.714 43.511 -13.896 1.00 11.01 
22.716 44.325 -12.986 1.00 11.01 
24.874 42.528-14.832 1.00 11.01 
25.998 41.498 -14.706 1.00 11.01 
27.322 41.796 -15.892 1.00 11.01 
27.838 43.418 -15.302 1.00 11.01 
23.109 40.463 -14.757 1.00 20.00 
21.872 43.632 -14.966 1.00 6.76 
20.965 44.786-14.986 1.00 6.76 
19.665 44.616 -14.206 1.00 6.76 
19.076 43.549 -14.101 1.00 6.76 
20.716 44.959 -16.485 1.00 6.76 
20.694 43.532 -17.028 1.00 6.76 
21.773 42.846 -16.199 1.00 6.76 
19.206 45.781 -13.720 1.00 6.37 
17.781 45.908 -13.424 1.00 6.37 
17.143 46.560 -14.627 1.00 6.37 
17.528 47.653 -15.017 1.00 6.37 
17.564 46.791 -12.191 1.00 5.37 
16.128 46.859 -11.558 1.00 6.37 
15.573 45.486 -11.265 1.00 6.37 
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ATOM 1557 CZ3 TRP B 19 
ATOM 1558 CH2 TRP B 19 
ATOM 1559 H TRP B 19 
ATOM 1560 HEl TRP B 19 
ATOM 1561 N GLU B 20 
ATOM 1562 CA GLU B 20 
ATOM 1563 C GLU B 20 
ATOM 1564 0 GLU B 20 
ATOM 1565 CB GLU B 20 
ATOM 1566 CG GLU B 20 
ATOM 1567 CD GLU B 20 
ATOM 1568 OEl GLU B 20 
ATOM 1569 0E2 GLU B 20 
ATOM 1570 H GLU B 20 
ATOM 1571 N ASP B 21 
ATOM 1572 CA ASP B 21 
ATOM 1573 C ASP B 21 
ATOM 1574 0 ASP B 21 
ATOM 1575 CB ASP B 21 
ATOM 1576 CG ASP B 21 
ATOM 1577 ODl ASP B 21 
ATOM 1578 0D2 ASP B 21 
ATOM 1579 H ASP B 21 
ATOM 1580 N TOR B 22 
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11.313 48.280 -11.763 1.00 6.20 
12.185 48.991 -10.909 1.00 6.20 
14.125 48.305 -17.378 1.00 20.00 
14.576 51.627 -13.305 1.00 20.00 
10.034 47.266 -17.500 1.00 5.13 
9.142 46.757 -18.537 1.00 5.13 
7.800 47.449 -18.566 1.00 5.13 
7.310 47.882 -17.530 1.00 5.13 
8.919 45.262 -18.340 1.00 5.13 
9.485 44.456 -19.508 1.00 5.13 
9.237 42.972 -19.312 1.00 5.13 
8. 122 42.600 -18.951 1.00 5.13 
10.158 42.187 -19.534 1.00 5.13 
9.712 47.331 -16.553 1.00 20.00 
7.248 47.482 -19.802 1.00 13.73 
5.954 48.123 -20.064 1.00 13.73 
4.760 47.192 -20.205 1.00 13.73 
3.641 47.477 -19.793 1.00 13.73 
5.995 49.036 -21.295 1.00 13.73 
7.170 49.993 -21.267 1.00 13.73 
7.639 50.358 -22.342 1.00 13.73 
7.623 50.366 -20.186 1.00 13.73 
7.815 47.200 -20.571 1.00 20.00 
5.024 46.037 -20.816 1.00 11.65 
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ATOM 1581 CA TOR B 22 

ATOM 1582 C THR B 22 

ATOM 1583 0 THR B 22 

ATOM 1584 CB THR B 22 

ATOM 1585 OGl TOR B 22 

ATOM 1586 CG2 TOR B 22 

ATOM 1587 H TOR B 22 

ATOM 1588 HGl TOR B 22 

ATOM 1589 N TYR B 23 

ATOM 1590 CA TYR B 23 

ATOM 1591 C TYR B 23 

ATOM 1592 0 TYR B 23 

ATOM 1593 CB TYR B 23 

ATOM 1594 CG TYR B 23 

ATOM 1595 GDI TYR B 23 

ATOM 1596 CD2 TYR B 23 
ATOM 1597 CEl TYR B 23 
ATOM 1598 CE2 TYR B 23 
ATOM 1599 CZ TYR B 23 
ATOM 1600 OH TYR B 23 
ATOM 1601 H TYR B 23 
ATOM 1602 HH TYRE 23 
ATOM 1603 N GLY B 24 
ATOM 1604 CA GLY B 24 
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3.851 45.207 -21.073 1.00 11.65 
3.541 44.196 -19.981 1.00 11.65 
3.677 42.987 -20.122 1.00 11.65 
3.953 44.603 -22.475 1.00 11.65 
4.317 45.647 -23.389 1.00 11.65 
2.654 43.933 -22.940 1.00 11.65 
5.938 45.799 -21.132 1.00 20.00 
4.335 45.272 -24.258 1.00 20.00 
3.094 44.781 -18.861 1.00 6.57 
2.693 43.947 -17.734 1.00 6.57 
1.345 44.418 -17.222 1.00 6.57 
0.938 45.543 -17.481 1.00 6.57 
3.798 43.961 -16.660 1.00 6.57 
3.492 43.041 -15.496 1.00 6.57 
3.030 43.598 -14.284 1.00 6.57 
3.665 41.652 -15.659 1.00 6.57 
2.702 42.740 -13.222 1.00 6.57 
3.344 40.795 -14.593 1.00 6.57 
2.853 41.350 -13.394 1.00 6.57 
2.500 40.513 -12.356 1.00 6.57 
2.973 45.780 -18.851 1.00 20.00 
2.824 39.635 -12.510 1.00 20.00 
0.670 43.497 -16.498 1.00 5.63 
-0.703 43.702 -16.025 1.00 5.63 
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ATOM 1622 CGI VAL B 26 

ATOM 1623 CG2 VAL B 26 

ATOM 1624 H VAL B 26 

ATOM 1625 N LEU B 27 

ATOM 1625 CA LEU B 27 

ATOM 1627 C LEU B 27 

ATOM 1628 0 LEU B 27 
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-1.050 45.118 -15.618 1.00 5.63 
-1.892 45.777 -16.217 1.00 5.63 
1.118 42.621 -16.332 1.00 20.00 
-0.341 45.579 -14.574 1.00 5.38 
-0.527 47.010 -14.405 1.00 5.38 
0.742 47.811 -14.553 1.00 5.38 
1.286 48.396 -13.627 1.00 5.38 
-1.321 47.376 -13.153 1.00 5.38 
-2.448 46.363 -12.908 1.00 5.38 
-1.881 48.780 -13.392 1.00 5.38 
-2.995 46.321 -11.485 1.00 5.38 
0.309 4 5.038 -14.040 1.00 20.00 
1.167 47.811 -15.818 1.00 4.68 
2.240 48.716 -16.181 1.00 4.68 
1.778 49.691 -17.243 1.00 4.68 
1.171 49.339 -18.246 1.00 4.68 
3.479 47.926 -16.590 1.00 4.68 
4.515 48.837 -17.216 1.00 4.68 
4.090 47.225 -15.379 1.00 4.68 
0.734 47.247 -16.526 1.00 20.00 
2.034 50.966 -16.911 1.00 5.09 
1.449 52.017 -17.739 1.00 5.09 
2.401 53.101 -18.118 1.00 5.09 
3.452 53.289 -17.513 1.00 5.09 
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ATOM 1671 CE LYS B 32 

ATOM 1672 NZ LYS B 32 

ATOM 1673 H LYS B 32 

ATOM 1674 IHZ LYS B 32 

ATOM 1675 2HZ LYS B 32 

ATOM 1676 3HZ LYS B 32 
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4.710 60.762 -21.821 1.00 4.20 
5.582 61.427 -22.363 1.00 4.20 
2.315 58.915 -22.606 1.00 20.00 
4.957 59.904 -20.823 1.00 3.10 
6.350 59.619 -20.483 LOO 3.10 
6.927 58.775 -21.622 1.00 3.10 
6.182 58.264 -22.451 1.00 3.10 
6.350 58.914 -19.102 1.00 3.10 
7.718 58.487 -18.560 1.00 3.10 
5.614 59.780 -18.077 1.00 3.10 
4.226 59.313 -20.495 1.00 20.00 
8.253 58.643 -21.656 1.00 18.46 
8.752 57.633 -22.580 1.00 18.46 
9.828 56.828 -21.904 1.00 18.46 
10.568 57.346 -21.080 1.00 18.46 
9.251 58.285 -23.874 1.00 18.46 
9.612 57.287 -24.980 1.00 18.46 
10.032 57.977 -26.273 1.00 18.46 
11.231 58.903 -26.084 1.00 18.46 
11.475 59.598 -27.353 1.00 18.46 
8.846 59.148 -21.026 1.00 20.00 
12.267 50.261 -27.240 1.00 20.00 
11.692 58.899 -28.092 1.00 20.00 
10.617 60.124 -27.617 1.00 20.00 
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9.880 55.545 -22.275 1.00 6.60 

10.983 54.766 -21.735 1.00 6.60 

12.116 54.735-22.717 1.00 6.60 

11.920 54.625 -23.922 1.00 6.60 

10.512 53.362 -21.366 1.00 6.60 

9.247 53.516 -20.563 1.00 6.60 

8.019 53.173 -21.156 1.00 6.60 

9.329 54.041 -19.261 1.00 6.60 

6. 839 53. 358 -20. 423 1 . 00 6. 60 

8.147 54.265 -18.545 1.00 6.60 

6.922 53.921 -19.135 1.00 6.60 

5.770 54.173 -18.423 1.00 6.60 

9.269 55.151 -22.961 1.00 20.00 

5.709 53.591 -17.673 1.00 20.00 

13.313 54.882-22.152 1.00 11.73 

14.439 54.807 -23.066 1.00 11.73 

15.414 53.710 -22.667 1.00 11.73 

15.039 52.549 -22.586 1.00 11.73 

15.026 56.211 -23.263 1.00 11.73 

15.784 56.336 -24.585 1.00 11.73 

16.356 57.731 -24.803 1.00 11.73 

17.181 57.796 -26.085 1.00 11.73 

17.616 59.180 -26.307 1.00 11.73 

13.379 55.065 -21.167 1.00 20.00 
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ATOM 1701 IHZ LYS B 34 
ATOM 1702 2HZ LYS B 34 
ATOM 1703 3HZ LYS B 34 
ATOM 1704 N LYS B 35 
ATOM 1705 CA LYS B 35 
ATOM 1706 C LYS B 35 
ATOM 1707 0 LYS B 35 
ATOM 1708 CB LYS B 35 
ATOM 1709 CG LYS B 35 
ATOM 1710 CD LYS B 35 
ATOM 1711 CE LYS B 35 
ATOM 1712 NZ LYS B 35 
ATOM 1713 H LYS B 35 
ATOM 1714 IHZ LYS B 35 
ATOM 1715 2HZ LYS B 35 
ATOM 1716 3HZ LYS B 35 
ATOM 1717 N GLY B 36 
ATOM 1718 CA GLY B 36 
ATOM 1719 C GLY B 36 
ATOM 1720 0 GLY B 36 
ATOM 1721 H GLY B 36 
ATOM 1722 N GLY B 37 
ATOM 1723 CA GLY B 37 
ATOM 1724 C GLY B 37 
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18.227 59.223-27.148 1.00 20.00 
16.779 59.777 -26.456 1.00 20.00 
18.135 59.523 -25.473 1.00 20.00 
16.673 54.091 -22.389 1.00 6.70 
17.605 53.057 -21.948 1.00 6.70 
17.466 52.778 -20.461 1.00 6.70 
18.296 53.161 -19.650 1.00 6.70 
19.032 53.471 -22.317 1.00 6.70 
19.220 53.710 -23.819 1.00 6.70 
20.602 54.284 -24.139 1.00 6.70 
20.825 54.515 -25.635 1.00 6.70 
22.139 55.142 -25.835 1.00 6.70 
16.959 55.046 -22.366 1.00 20.00 
22.324 55.256 -26.853 1.00 20.00 
22.157 56.071 -25.369 1.00 20.00 
22.875 54.537 -25.418 1.00 20.00 
16.335 52.120 -20.147 1.00 3.55 
16.037 51.813 -18.746 1.00 3.55 
15.702 53.015 -17.871 1.00 3.55 
15.893 53.006 -16.662 1.00 3.55 
15.712 51.860 -20.890 1.00 20.00 
15.191 54.060 -18.542 1.00 4.03 
14.923 55.271 -17.774 LOO 4.03 
13.723 56.023 -18.283 1.00 4.03 
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CB 
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38 
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CG 
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38 


ATOM 
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38 


ATOM 
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ATOM 
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ATOM 1748 CB ILE B 40 
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13.267 55.800 -19.402 1.00 4.03 

15.022 54.024 -19.524 1.00 20.00 
13.227 56.901 -17.396 1.00 5.45 

11.996 57.610 -17.747 1.00 5.45 
12.278 58.998 -18.260 1.00 5.45 

12.997 59.757 -17.630 1.00 5.45 

11.023 57.759 -16.568 1.00 5.45 
10.741 56.537 -15.691 1.00 5.45 

9.403 56.672 -14.972 1.00 5.45 
10.781 55.213 -16.431 1.00 5.45 
13.712 57.058 -16.531 1.00 20.00 
11.664 59.299 -19.411 1.00 2.74 
11.708 60.675 -19.903 1.00 2.74 
10.461 61.426 -19.476 1.00 2.74 
9.345 60.988 -19.735 1.00 2.74 
11.821 60.711 -21.435 1.00 2.74 
12.109 62.130 -21.937 1.00 2.74 
12.842 59.704 -21.966 1.00 2.74 
11.116 58.595 -19.864 1.00 20.00 
10.691 62.572 -18.818 1.00 15.04 
9.525 63.344 -18.386 1.00 15.04 
8.975 64.260 -19.476 1.00 15.04 
9.686 65.007 -20.136 1.00 15.04 
9.823 64.084 -17.062 1.00 15.04 



wo 98/10070 

ATOM 1749 CGI ILE B 40 

ATOM 1750 CG2 ILE B 40 

ATOM 1751 CDl ILE B 40 

ATOM 1752 H ILE B 40 

ATOM 1753 N ASN B 41 

ATOM 1754 CA ASN B 41 

ATOM 1755 C ASN B 41 

ATOM 1756 0 ASN B 41 

ATOM 1757 CB ASN B 41 

ATOM 1758 CG ASN B 41 

ATOM 1759 ODl ASN B 41 

ATOM 1760 ND2 ASN B 41 

ATOM 1761 H ASN B 41 

ATOM 1762 1HD2 ASN B 41 

ATOM 1763 2HD2 ASN B 41 

ATOM 1764 N GLU B 42 

ATOM 1765 CA GLU B 42 

ATOM 1766 C GLU B 42 

ATOM 1767 0 GLU B 42 

ATOM 1768 CB GLU B 42 

ATOM 1769 CG GLU B 42 

ATOM 1770 CD GLU B 42 

ATOM 1771 OEl GLU B 42 

ATOM 1772 0E2 GLU B 42 
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9.938 63.084 -15.905 1.00 15.04 
8.721 65.079 -16.692 1.00 15.04 
11.290 62.394 -15.729 1.00 15.04 
11.634 62.859 -18.616 1.00 20.00 
7.644 64.142 -19.638 1.00 16.19 
6.938 64.933 -20.650 1.00 16.19 
6.778 66.408 -20.315 LOO 16.19 
6.972 67.278 -21.154 1.00 16.19 
5.561 64.308 -20.911 1.00 16.19 
4.884 64.784 -22.196 1.00 16.19 
4.669 64.029 -23.129 1.00 16.19 
4.456 66.052 -22.196 1.00 16.19 
7.170 63.468 -19.075 1.00 20.00 
4.608 66.715 -21.465 1.00 20.00 
3. 974 66. 360 -23. 014 1 . 00 20. 00 
6.338 66.662 -19.074 1.00 4.33 
5.914 68.031 -18.787 1.00 4.33 
6.497 68.543 -17.496 1.00 4.33 
6.958 67.793 -16.648 1.00 4.33 
4.386 68.120 -18.726 1.00 4.33 
3.711 68.752 -19.948 1.00 4.33 
2.214 68.473 -19.919 1.00 4.33 
1.572 68.756 18.903 1.00 4.33 
1.699 67.914 -20.897 1.00 4.33 
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CA 
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45 


ATOM 
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6.316 65.982 -18.339 1.00 20.00 

6.421 69.869 -17.368 1.00 2.66 

6.788 70.427 -16.075 1.00 2.66 

5.698 70.214 -15.037 1.00 2.66 

4.499 70.270 -15.318 1.00 2.66 

7.133 71.908 -16.261 1.00 2.66 

8.013 72.045 -17.382 1.00 2.66 

7.750 72.562 -15.020 1.00 2.66 
6.113 70.458 -18.114 1.00 20.00 
8.287 72.953 -17.402 1.00 20.00 
6.166 69.962 -13.813 1.00 2.64 
5.217 69.955 -12.712 1.00 2.64 
5.668 69.028 -11.619 1.00 2.64 
6.769 68.494 -11.641 1.00 2.64 
7.148 69.796 -13.661 1.00 20.00 

4.751 68.860 -10.662 1.00 5.33 
5.085 67.931 -9.596 1.00 5.33 
4.807 66.510 -9.993 1.00 5.33 
3.782 66.188 -10.577 1.00 5.33 
4.323 68.311 -8.339 1.00 5.33 
4.818 69.669 -7.859 1.00 5.33 
3.733 70.465 -7.151 1.00 5.33 
6.104 69.539 -7.048 1.00 5.33 
3. 838 69. 256 -10. 719 1.00 20. 00 
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ATOM 1797 N TYR B 46 

ATOM 1798 CA TYR B 46 

ATOM 1799 C TYR B 46 

ATOM 1800 0 TYR B 46 

ATOM 1801 CB TYR B 46 

ATOM 1802 CG TYR B 46 

ATOM 1803 CDl TYR B 46 

ATOM isnd cm TYR B 46 

AAA Vft*« ^ww— _ 

ATOM 1805 CEl TYR B 46 

ATOM 1806 CE2 TYR B 46 

ATOM 1807 CZ TYR B 46 

ATOM 1808 OH TYR B 46 

ATOM 1809 H TYR B 46 

ATOM 1810 HH TYR B 46 

ATOM 1811 N PHE B 47 

ATOM 1812 CA PHE B 47 

ATOM 1813 C PHE B 47 

ATOM 1814 0 PHE B 47 

ATOM 1815 CB PHE B 47 

ATOM 1816 CG PHE B 47 

ATOM 1817 CDl PHE B 47 

ATOM 1818 CD2 PHE B 47 

ATOM 1819 CEl PHE B 47 

ATOM 1820 CE2 PHE B 47 



5.787 65.684 -9.652 1.00 3.53 
5.579 64.264 -9.838 1.00 3.53 
5.808 63.591 -8.512 1.00 3.53 
6.676 63.979 -7.736 1.00 3.53 
6.525 63.703 -10.907 1.00 3.53 
6.153 64.174 -12.299 1.00 3.53 
6.502 65.475 -12.725 1.00 3.53 
5.469 63.281 -13.148 1.00 3.53 
6.153 65.894 -14.020 1.00 3.53 
5.126 63.695 -14.445 1.00 3.53 
5.468 64.997 -14.866 1.00 3.53 

5.116 65.393 -16.144 1.00 3.53 
6.616 66.022 -9.201 1.00 20.00 
4.694 64.668 -16.581 1.00 20.00 
4.987 62.563 -8.294 1.00 3.38 
5.343 61.642 -7.232 1.00 3.38 

6.117 60.500 -7.842 1.00 3.38 
5.688 59.851 -8.791 1.00 3.38 
4.093 61.173 -6.491 1.00 3.38 
4.436 60.359 -5.261 1.00 3.38 
4.694 61.025 -4.046 1.00 3.38 
4.473 58.950 -5.337 1.00 3.38 
4.965 60.279 -2.883 1.00 3.38 
4.742 58.199 -4.177 1.00 3.38 
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ATOM 1866 N VAL B 52 

ATOM 1867 CA VAL B 52 

ATOM 1868 C VAL B 52 
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9.248 53.906 -5.783 1.00 5.02 
9.844 52.663 -6.257 1.00 5.02 
9.951 51.664 -5.133 1.00 5.02 
10.089 52.034 -3.973 1.00 5.02 
11.212 52.937 -6.889 1.00 5.02 
11.819 51.710 -7.302 1.00 5.02 
9.239 54.138 -4.805 1.00 20.00 
12.405 51.902 -8.020 1.00 20.00 
9.876 50.386 -5.521 1.00 6.04 
10.122 49.364 -4.517 1.00 6.04 
10.911 48.207 -5.077 1.00 6.04 
10.713 47.791 -6.211 1.00 6.04 
8.821 48.885 -3.871 1.00 6.04 
9.132 48.324 -2.491 1.00 6.04 
7.946 48.007 -1.603 1.00 6.04 
8.484 47.686 -0.212 1.00 6.04 
7.398 47.117 0.581 1.00 6.04 
9.811 50.160 -6.497 1.00 20.00 
7.682 46.966 1.564 1.00 20.00 
6.604 47.786 0.545 1.00 20.00 
7.086 46.220 0.165 1.00 20.00 
11.823 47.721 -4.221 1.00 4.38 
12.590 45.529 -4.566 1.00 4.38 
12.647 45.555 -3.423 1.00 4.38 
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ATOM 1869 0 VAL B 52 
ATOM 1870 CB VAL B 52 
ATOM 1871 CGI VAL B 52 
ATOM 1872 CG2 VAL B 52 
ATOM 1873 H VAL B 52 
ATOM 1874 N TYR B 53 
ATOM 1875 CA TYR B 53 
ATOM 1876 C TYR B 53 
ATOM 1877 0 TYR B 53 
ATOM 1878 CB TYR B 53 
ATOM 1879 CG TYR B 53 
ATOM 1880 CDl TYR B 53 
ATOM 1881 CD2 TYR B 53 
ATOM 1882 CEl TYR B 53 
ATOM 1883 CE2 TYR B 53 
ATOM 1884 CZ TYR B 53 
ATOM 1885 OH TYR B 53 
ATOM 1886 H TYR B 53 
ATOM 1887 HH TYR B 53 
ATOM 1888 N PHE B 54 
ATOM 1889 CA PHE B 54 
ATOM 1890 C PHE B 54 
ATOM 1891 0 PHE B 54 
ATOM 1892 CB PHE B 54 



12.506 45.898 -2.250 1.00 4.38 
14.021 46.856 -4.973 1.00 4.38 
14.076 47.461 -6.371 1.00 4.38 
14.701 47.698 -3.894 1.00 4.38 
11.935 48.148 -3.320 1.00 20.00 
12.865 44.305 -3.848 1.00 6.58 
12.999 43.242 -2.868 1.00 6.58 
14.224 42.432 -3.113 1.00 6.58 
14.646 42.174 -4.236 1.00 6.58 
11.808 42.293 -2.864 1.00 6.58 
10.620 42.980 -2.253 1.00 6.58 
10.088 42.461 -1.062 1.00 6.58 
10.085 44.118 -2.886 1.00 6.58 
8.999 43.123 -0.487 1.00 6.58 
9.003 44.778 -2.312 1.00 6.58 
8.477 44.264 -1.122 1.00 6.58 
7.387 44.900 -0.577 1.00 6.58 
12.906 44.099 -4.827 1.00 20.00 
6.681 44.721 -1.206 1.00 20.00 
14.760 42.045 -1.963 1.00 6.05 
16.004 41.312 -1.998 1.00 6.05 
15.823 40.024 -1.250 1.00 6.05 
15.083 39.964 -0.285 1.00 6.05 
17.105 42.100 -1.304 1.00 6.05 
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ATOM 1910 NH2 ARG B 55 

ATOM 1911 H ARG B 55 

ATOM 1912 HE ARG B 55 

ATOM 1913 IHHl ARG B 55 

hjm 1914 2HH1 ARG B 55 

ATOM 1915 1HH2 ARG B 55 

ATOM 1916 2HH2 ARG B 55 
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17.166 43.518 -1.812 1.00 6.05 
16.982 44.571 -0.893 1.00 6.05 
17.422 43.768 -3.176 1.00 6.05 
17.131 45.899 -1.331 1.00 6.05 
17.566 45.093 -3.614 1.00 6.05 
17.459 46.143 -2.680 1.00 6.05 
14.344 42.270 -1.079 1.00 20.00 
16.526 39.015 -1.765 1.00 19.70 
16.603 37.727 -1.098 1.00 19.70 
18.021 37.259 -1.120 1.00 19.70 
18.864 37.720 -1.878 1.00 19.70 
15.869 36.631 -1.875 1.00 19.70 
14.605 36.029 -1.265 1.00 19.70 
13.722 35.199 -2.191 1.00 19.70 
14.354 34.010 -2.725 1.00 19.70 
13.407 33.083 -3.011 1.00 19.70 
13.834 31.913 -3.459 1.00 19.70 
12.082 33.279 -2.883 1.00 19.70 
16.851 39.058 -2.711 1.00 20.00 
15.340 33.798 -2.649 1.00 20.00 
14.211 31.927 -4.367 1.00 20.00 
13.827 31.014 -2.997 1.00 20.00 
11.486 32.457 -2.945 1.00 20.00 
11.707 34.227 -2.766 1.00 20.00 
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ATOM 1917 N GLY B 56 

ATOM 1918 CA GLY B 56 

ATOM 1919 C GLY B 56 

ATOM 1920 0 GLY B 56 

ATOM 1921 H GLY B 56 

ATOM 1922 N GLN B 57 

ATOM 1923 CA GLN B 57 

ATOM 1924 C GLN B 57 

ATOM 1925 0 GLN B 57 

ATOM 1926 CB GLN B 57 

ATOM 1927 CG GLN B 57 

ATOM 1928 CD GLN B 57 

ATOM 1929 OEl GLN B 57 

ATOM 1930 NE2 GLN B 57 

ATOM 1931 H GLN B 57 

ATOM 1932 1HE2 GLN B 57 

ATOM 1933 2HE2 GLN B 57 

ATOM 1934 N SER B 58 

ATOM 1935 CA SER B 58 

ATOM 1936 C SER B 58 

ATOM 1937 0 SER B 58 

ATOM 1938 CB SER B 58 

ATOM 1939 00 SER B 58 

ATOM 1940 H SER B 58 
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18.187 36.218 
19.319 35.361 
19. 209 34. 163 
18.407 34.109 
17.503 35.955 
20. 060 33. 208 
20.209 32.098 
21.595 32.176 
22.529 32.523 
19. 964 30. 836 
19. 750 29. 677 
19.263 28.515 
19.868 28.041 
18.090 28.083 
20.692 33.287 
17.528 28.462 
17.709 27.342 
21.672 31.894 
22. 937 32. 099 
23.348 33.560 
22.668 34.423 
24.052 31.188 
23. 563 29. 846 
20.856 31.697 



-0.312 1.00 3.53 
-0.579 1.00 3.53 
0.307 1.00 3.53 
1.234 1.00 3.53 
0.372 1.00 20.00 
-0.036 1.00 16.13 
0.872 1.00 16.13 
1.461 1.00 16.13 
0.747 1.00 16.13 
0.074 1.00 16.13 
1.023 1.00 16.13 
0.211 1.00 16.13 
-0.737 1.00 16.13 
0.623 1.00 16.13 
-0.806 1.00 20.00 
1.360 1.00 20.00 
0.078 1.00 20.00 
2.779 1.00 30.56 
3.488 1.00 30.56 
3.488 1.00 30.56 
2.936 1.00 30.56 
2.952 1.00 30.56 
2.851 1.00 30.56 
3.319 1.00 20.00 
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CA 


CYS B 


59 


ATOM 


1944 


C 


CYS B 


59 


ATOM 


1945 


0 


CYS B 


59 


ATOM 


1946 


CB 


CYS B 


59 


ATOM 


1947 


SG 


CYS B 


59 


AlUM 




TT 

n 


rvc D 




ATOM 


1949 


N 


ASN B 


60 


ATOM 


1950 


CA 


ASN B 


60 


ATOM 


1951 


C 


ASN B 


60 


ATOM 


1952 


0 


ASN B 


60 


ATOM 


1953 


CB 


ASN B 


60 


ATOM 


1954 


CG 


ASN B 


60 



ATOM 1955 ODl ASN B 60 

ATOM 1956 ND2 ASN B 60 

ATOM 1957 H ASN B 60 

ATOM 1958 1HD2 ASN B 60 

ATOM 1959 2HD2 ASN B 60 

ATOM 1960 N ASN B 61 

ATOM 1961 CA ASN B 61 

Km 1962 C ASN B 61 

ATOM 1963 0 ASN B 61 

ATOM 1964 CB ASN B 61 
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24.153 29.391 2.263 1.00 20.00 
24.473 33.821 4.168 1.00 24.24 
24.721 35.240 4.358 1.00 24.24 
26.179 35.604 4.410 1.00 24.24 
26.993 34.974 5.074 1.00 24.24 
24.017 35.730 5.610 1.00 24.24 
22.424 34.925 5.943 1.00 24.24 
25.047 33-142 4.623 1.00 20.00 
26.445 36.674 3.655 1.00 8.07 
27.803 37.181 3.505 1.00 8.07 
27.712 38.679 3.715 1.00 8.07 
26.626 39.204 3.926 1.00 8.07 

28.348 36.873 2.101 1.00 8.07 
28.566 35.385 1.862 1.00 8.07 
27.762 34.525 2.191 1.00 8.07 
29.712 35.110 1.230 1.00 8.07 
25.694 37.178 3.230 1.00 20.00 

30.349 35.821 0.941 1.00 20.00 
29.904 34.149 1.039 1.00 20.00 
28.864 39.359 3.639 1.00 15.42 
28.756 40.807 3.837 1.00 15.42 
28.540 41.551 2.535 1.00 15.42 
29.457 41.673 1.734 1.00 15.42 
29.990 41.379 4.541 1.00 15.42 



wo 98/10070 
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ATOM 


1965 


CO 


ASN B 


61 


ATOM 


1966 


ODl 


ASN B 


61 


ATOM 


1967 


ND2 ASN B 


61 


ATOM 


1968 


H 


ASN B 


61 


ATOM 


1969 1HD2 ASN B 


61 


ATOM 


1970 2HD2 ASN B 


61 


ATOM 


1971 


N 


LEU B 


62 


ATOM 


1972 


CA 


LEU B 


62 


ATOM 


1973 


C 


LEU B 


62 


ATOM 


1974 


0 


LEU B 


62 


ATOM 


1975 


CB 


LEU B 


62 


ATOM 


1976 


CG 


LEU B 


62 


ATOM 


1977 


CDl 


LEU B 


62 


ATOM 


1978 


CD2 LEU B 


62 


ATOM 


1979 


H 


LEU B 


62 


ATOM 


1980 


N 


PRO B 


63 


ATOM 


1981 


CA 


PRO B 


63 


ATOM 


1982 


C 


PRO B 


63 


ATOM 


1983 


0 


PRO B 


63 


ATOM 


1984 


CB 


PRO B 


63 


ATOM 


1985 


CG 


PRO B 


63 


ATOM 


1986 


CD 


PRO B 


53 


ATOM 


1987 


N 


LEU B 


64 


ATOM 


1988 


CA 


LEU B 


64 
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30.169 40.772 
29.305 40.820 
31.360 40.190 
29.712 38.924 
32. 042 40. 177 
31.552 39.770 
27.296 42.037 
26.949 42.800 
25.910 43.872 
24.813 43.581 
26.404 41.888 
27.456 41.075 
26. 808 40. 058 
28.453 41.971 
26.591 41.845 
26.292 45.145 
25.327 46.240 
24.362 46.327 
24.732 46.155 
26.254 47.453 
27.442 47.106 
27.612 45.604 
23.098 45.610 
22.149 46.685 



5.918 LOO 15.42 
6.782 1.00 15.42 
6.090 1.00 15.42 
3.343 1.00 20.00 
5.361 1.00 20.00 
6.975 1.00 20.00 
2.365 1.00 19.58 
1.158 1.00 19.58 
1.451 1.00 19.58 
1.907 1.00 19.58 
0.050 1.00 19.58 
-0.713 1.00 19.58 
-1.652 1.00 19.58 
-1.451 1.00 19.58 
3.048 1.00 20.00 
1.194 1.00 9.44 
1.359 1.00 9.44 
0.187 1.00 9.44 
-0.963 1.00 9.44 
1.455 1.00 9.44 
0.553 1.00 9.44 
0.755 1.00 9.44 
0.523 1.00 5.10 
-0.586 1.00 5.10 



wo 98/10070 

ATOM 1989 C LEU B 64 

ATOM 1990 0 LEU B 64 

ATOM 1991 CB LEU B 64 

ATOM 1992 CG LEU B 64 

ATOM 1993 CDl LEU B 64 

ATOM 1994 CD2 LEU B 64 

ATOM 1995 H LEU B 64 

ATOM 1996 N SER B 65 

ATOM 1997 CA SER B 65 

ATOM 1998 C SER B 65 

ATOM 1999 0 SER B 65 

ATOM 2000 CB SER B 65 
ATOM 2001 OG SER B 65 
ATOM 2002 H SER B 65 
ATOM 2003 HG SER B 65 
ATOM 2004 N HIS B 66 
ATOM 2005 CA HIS B 66 
ATOM 2006 C HIS B 66 
ATOM 2007 0 HIS B 66 
ATOM 2008 CB HIS B 66 
ATOM 2009 CG HIS B 66 
ATOM 2010 NDl HIS B 65 
ATOM 2011 CD2 HIS B 66 
ATOM 2012 CEl HIS B 66 
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21.731 48.123 -0.793 1.00 5.10 
21.449 48.822 0.175 1.00 5.10 
20.913 45.821 -0.305 1.00 5.10 
21.125 44.624 0.639 1.00 5.10 
19.793 44.030 1.081 1.00 5.10 
22.076 43.551 0.107 1.00 5.10 
22.795 46.760 1.466 1.00 20.00 
21.596 48.556 -2.057 1.00 3.51 
21.241 49.929 -2.224 1.00 3.51 
20.139 50.073 -3.245 1.00 3.51 
20.023 49.294 -4.182 1.00 3.51 
22.418 50.866 -2.518 1.00 3.51 
22.900 50.675 -3.851 1.00 3.51 
22.020 48.015 -2.839 1.00 20.00 
23.809 50.944 -3.862 1.00 20.00 
19.330 51.113 -3.009 1.00 11.85 
18.265 51.404 -3.954 1.00 11.85 
18.102 52.890 -4.158 1.00 11.85 
17.670 53.607 -3.263 1.00 11.85 
16.957 50.808 -3.463 1.00 11.85 
15.926 51.036 -4.531 1.00 11.85 
14.974 51.976 -4.456 1.00 11.85 
15.795 50.347 -5.732 i.OO 11.85 
14.232 51.876 -5.592 1.00 11.85 



wo 98/10070 
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ATOM 2013 NE2 HIS B 66 

ATOM 2014 H HIS B 66 

ATOM 2015 HDl HIS B 66 

ATOM 2016 N LYS B 67 

ATOM 2017 CA LYS B 67 

ATOM 2018 C LYS B 67 

ATOM 2019 0 LYS B 67 

ATOM 2020 CB LYS B 67 

ATOM 2021 CG LYS B 67 

ATOM 2022 CD LYS B 67 

ATOM 2023 CE LYS B 67 

ATOM 2024 NZ LYS B 67 

ATOM 2025 H LYS B 67 

ATOM 2026 IHZ LYS B 67 

ATOM 2027 2HZ LYS B 67 

ATOM 2028 3HZ LYS B 67 

ATOM 2029 N VAL B 68 

ATOM 2030 CA VAL B 68 

ATOM 2031 C VAL B 68 

ATOM 2032 0 VAL B 68 

ATOM 2033 CB VAL B 68 

Km 2034 CGI VAL B 68 

ATOM 2035 CG2 VAL B 68 

ATOM 2036 H VAL B 68 



14.735 50.874 -6.376 1.00 11.85 
19.438 51.641 -2.165 1.00 20.00 
14.870 52.654 -3.764 1.00 20.00 
18.490 53.327 -5.359 1.00 4.98 
18.563 54.774 -5.512 1.00 4.98 
17.905 55.256 -6.792 1.00 4.98 
18.078 54.678 -7.861 LOO 4.98 
20.027 55.217 -5.434 1.00 4.98 
20.811 54.729 -4.205 LOO 4.98 
22.318 54.883 -4.410 1.00 4.98 
23.203 54.587 -3.199 LOO 4.98 
24.111 55.731 -3.002 1.00 4.98 
18. 772 52. 703 -6. 096 1. 00 20. 00 
24.581 55.693 -2.081 LOO 20.00 
24.793 55.826 -3.779 LOO 20.00 
23.529 56.599 -2.969 1.00 20.00 
17.134 56.341 -6.618 LOO 3.61 
16.534 57.023 -7.761 LOO 3.61 
17.318 58.284 -8.064 1.00 3.61 
17.558 59.108 -7.186 1.00 3.61 
15.063 57.366 -7.480 1.00 3.61 
14.377 58.002 -8.696 1.00 3.61 
14.303 56.142 -6.962 LOO 3.61 
17.091 56.765 -5.713 1.00 20.00 




wo 98/10070 

ATOM 2037 N TYR B 69 

ATOM 2038 CA TYR B 69 

ATOM 2039 C TYR B 69 

ATOM 2040 0 TYR B 69 

ATOM 2041 CB TYR B 69 

ATOM 2042 CG TYR B 69 

ATOM 2043 CDl TYR B 69 

ATflU OMA mo TVP R fiQ 

ATOM 2045 CEl TYR B 69 

ATOM 2046 CE2 TYR B 69 

ATOM 2047 CZ TYR B 69 

ATOM 2048 OH TYR B 69 

ATOM 2049 H TYR B 69 

ATOM 2050 HH TYR B 69 

ATOM 2051 N MET B 70 

ATOM 2052 CA MET B 70 

ATOM 2053 C MET B 70 

ATOM 2054 0 MET B 70 

ATOM 2055 CB MET B 70 

ATOM 2056 CG MET B 70 

ATOM 2057 SD MET B 70 

ATOM 2058 CE MET B 70 

ATOM 2059 H MET B 70 

ATOM 2060 N ARG B 71 
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17.710 58.374 -9.339 1.00 4.98 
18.533 59.487 -9.792 1.00 4.98 
17.818 60.297 -10.848 1.00 4.98 
16.970 59.784 -11.570 1.00 4.98 
19.840 58.992 -10.413 1.00 4.98 
20.583 58.031 -9.518 1.00 4.98 
21.419 58.533 -8.501 1.00 4.98 
20.440 56.650 -9.757 1.00 4.98 
22.183 57.629 -7.745 1.00 4.98 
21.200 55.747 -9.000 1.00 4.98 
22.082 56.252 -8.024 1.00 4.98 
22.874 55.363 -7.328 1.00 4.98 
17.400 57.688 -9.996 1.00 20.00 
22.509 54.491 -7.405 1.00 20.00 
18.227 61.571 -10.926 1.00 14.09 
17.730 62.380 -12.034 1.00 14.09 
18.838 62.969 -12.878 1.00 14.09 
19.700 63.696 -12.404 1.00 14.09 
16.781 63.483 -11.550 1.00 14.09 
17.382 64.452 -10.537 1.00 14.09 
16.248 65.699 -9.921 1.00 14.09 
15.800 66.467 -11.481 1.00 14.09 
18.923 61.907 -10.286 1.00 20.00 
18.763 62.643 -14.169 1.00 7.41 
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ATOM 


2061 


CA ARC B 


71 


19.595 


63.405 - 


15. 088 


1.00 


7.41 


ATOM 


2062 


C ARC B 


71 


18.783 


64.520 - 


15. 707 


1.00 


7,41 


ATOM 


2063 


0 ARC 6 


71 


18.037 


64.319 - 


■16. 661 


1.00 


7. 41 


ATOM 


2064 


CB ARC B 


71 


20. 201 


62.514 - 


-16. 168 


1.00 


7.41 


ATOM 


2065 


CG ARC B 


71 


21.244 


63.289 - 


-16.974 


1.00 


7.41 


ATOM 


2066 


CD ARC B 


71 


21.943 


62.439 - 


-18.028 


1.00 


7.41 


ATOM 


2067 


NE ARC B 


71 


22.965 


63.233 - 


-18. 704 


1.00 


7.41 


ATOM 


2068 


CZ ARC B 


71 


23. 825 


62.664 ■ 


-19. 570 


1.00 


7.41 


ATOM 


2069 


NHl ARC B 


71 


23. 771 


61.354 • 


-19.809 


1.00 


7.41 


ATOM 


2070 


NH2 ARC B 


71 


24. 728 


63.424 


-20. 183 


1.00 


7.41 


ATOM 


2071 


H ARC B 


71 


18. 020 


62. 049 


-14.480 


1.00 20.00 


ATOM 


2072 


HE ARC B 


71 


23.010 


64. 206 


-18.467 


1.00 20.00 


ATOM 


2073 


IHHl ARC B 


71 


24.383 


60. 907 


-20.458 


1.00 20.00 


ATOM 


2074 


2HH1 ARC B 


71 


23. 104 


60. 794 


-19.314 


1.00 20.00 


ATOM 


2075 


1HH2 ARC B 


71 


25. 376 


63. 044 


-20.843 


1.00 20.00 


ATOM 


2076 2HH2 ARC B 


71 


24.772 


64.402 


-19. 980 


1.00 20.00 


ATOM 


2077 


N ASN B 


72 


18.944 


65. 697 


-15. 084 


1.00 


8.42 


ATOM 


2078 


CA ASN B 


72 


18.118 


66.811 


-15.540 


1.00 


8.42 


ATOM 


2079 


C ASN B 


72 


18.669 


67. 504 


-16.777 


1.00 


8.42 


ATOM 


2080 


0 ASN B 


72 


19.847 


67.410 


-17.089 


1.00 


8.42 


ATOM 


2081 


CB ASN B 


72 


17.843 


67. 773 


-14.375 


1.00 


8.42 


ATOM 


2082 


CG ASN B 


72 


16.681 


68. 700 


-14.696 


1.00 


8.42 


ATOM 


2083 


ODl ASN B 


72 


15.871 


69. 829 


-15. 127 


1.00 


8.42 


ATOM 


2084 


ND2 ASN B 


72 


15.466 


68. 182 


-14.493 


1.00 


8.42 



wo 98/10070 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 
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2085 H ASN B 72 19. 670 

2086 1HD2 ASN B 72 15. 295 

2087 2HD2 ASN B 72 14.644 

2088 N SERB 73 17.772 

2089 CA SERB 73 18.254 

2090 C SER B 73 19. 172 

2091 0 SERB 73 20.171 

2092 CB SERB 73 17.047 

2093 00 SERB 73 16.136 

2094 H SER B 73 16. 814 

2095 HG SERB 73 15.436 

2096 N LYS B 74 18.775 

2097 CA LYS B 74 19.557 

2098 C LYSB 74 20.972 

2099 0 LYS B 74 21.926 

2100 CB LYS B 74 18. 819 

2101 CG LYS B 74 17.413 

2102 CD LYS B 74 16.639 

2103 CE LYS B 74 15.212 

2104 NZ LYS B 74 14. 530 

2105 H LYS B 74 17.915 
: 2106 IHZ LYS B 74 13. 585 

2107 2HZ LYS B 74 14.437 

2108 3HZ LYS B 74 15.085 



65.789 
67. 230 
68.719 
68.216 
69. 002 
70. 146 
70.451 
69.529 
70. 134 
68. 316 
70. 509 
70. 760 
71.877 
71.502 
72.239 
72.519 
73. 020 
73.446 
73.910 
74.225 
70.461 
74.611 
73. 360 
74.927 



-14.399 
-14. 208 
-14.666 
-17.479 
-18.614 
-18. 207 
-18. 846 
-19.386 
-18.460 
-17.202 
-18. 981 
-17.078 
-16. 547 
-16. 131 
-16.340 
-15.370 
-15.716 
-14.465 
-14.763 
-13.498 
-16.653 
-13.697 
-12.928 
-12.968 



1.00 20.00 
1.00 20.00 
1.00 20.00 
1.00 5.16 
1.00 5.16 
1.00 5.16 
1.00 5.16 
1.00 5.16 
1.00 5.16 
1.00 20.00 
1.00 20.00 
1.00 5.76 
1.00 5.76 
1.00 5.76 
1.00 5.76 
1.00 5.76 
1.00 5.76 
1.00 5.76 
1.00 5.76 
LOO 5.76 
1.00 20.00 
1.00 20.00 



1.00 20.00 



1.00 20.00 
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ATOM 2109 N TYR B 75 

ATOM 2110 CA TYR B 75 

ATOM 2111 C TYR B 75 

ATOM 2112 0 TYR B 75 

ATOM 2113 CB TYR B 75 

ATOM 2114 CG TYR B 75 

ATOM 2115 CDl TYR B 75 

ATOM 2116 CD2 TYR B 75 

ATOM 2117 CEl TYR B 75 

ATOM 2118 CE2 TYR B 75 

ATOM 2119 CZ TYR B 75 

ATOM 2120 OH TYR B 75 

ATOM 2121 H TYR B 75 

ATOM 2122 HH TYR B 75 

ATOM 2123 N PRO B 76 

ATOM 2124 CA PRO B 76 

ATOM 2125 C PRO B 76 

ATOM 2126 0 PRO B 76 

ATOM 2127 CB PRO B 76 

ATOM 2128 CG PRO B 76 

ATOM 2129 CD PRO B 76 

ATOM 2130 N GLN B 77 

ATOM 2131 CA GLN B 77 

ATOM 2132 C GLN B 77 



21.052 70.308 -15.517 1.00 6.72 
22.355 69.866 -15.029 1.00 6.72 
22. 884 68. 605 -15. 692 1 . 00 6. 72 
22.288 67.541 -15.621 1.00 6.72 
22.304 69.691 -13.501 1.00 6.72 
23.684 69.575 -12.877 1.00 6.72 
24.731 70.423 -13.298 1.00 6.72 
23.883 68.612 -11.868 1.00 6.72 
26.013 70.269 -12.746 1.00 6.72 
25.155 68.485 -11.286 1.00 6.72 
26.211 69.299 -11.745 1.00 6.72 
27.472 69.145 -11.200 1.00 6.72 
20.243 69.735 -15.404 1.00 20.00 
27.446 68.497 -10.498 1.00 20.00 
24.086 68.747 -16.300 1.00 6.84 
24.816 67.585 -16.827 1.00 6.84 
25.006 66.326 -15.966 1.00 6.84 
25.395 65.299-16.509 1.00 6.84 
26.141 68.197 -17.316 1.00 6.84 
26.233 69.598 -16.710 1.00 6.84 
24.776 70.006 -16.566 1.00 6.84 
24.760 66.415 -14.641 1.00 4.75 
24.972 65.200 -13.848 1.00 4.75 
23.695 64.568 -13.339 1.00 4.75 
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ATOM 2133 0 GLN B 77 
ATOM 2134 CB GLN B 77 
ATOM 2135 CG GLN B 77 
ATOM 2136 CD GLN B 77 
ATOM 2137 OEl GLN B 77 
ATOM 2138 NE2 GLN B 77 
ATOM 2139 H GLN B 77 
ATOM 2140 1IIE2 GLN B 77 
ATOM 2141 2HE2 GLN B 77 
ATOM 2142 N ASP B 78 
ATOM 2143 CA ASP B 78 
ATOM 2144 C ASP B 78 
ATOM 2145 0 ASP B 78 
ATOM 2146 CB ASP B 78 
ATOM 2147 CG ASP B 78 
ATOM 2148 ODl ASP B 78 
ATOM 2149 0D2 ASP B 78 
ATOM 2150 H ASP B 78 
ATOM 2151 N LEU B 79 
ATOM 2152 CA LEU B 79 
ATOM 2153 C LEU B 79 
ATOM 2154 0 LEU B 79 
ATOM 2155 CB LEU B 79 
ATOM 2156 CG LEU B 79 



22.623 65.162 -13.333 1.00 4.75 
25.861 65.447 -12.629 1.00 4.75 
27.283 65.926 -12.910 1.00 4.75 
27.941 66.295 -11.592 1.00 4.75 
27.336 66.341 -10.529 1.00 4.75 
29.232 66.613 -11.703 1.00 4.75 
24.261 67.181 -14.242 1.00 20.00 
29.703 66.647 -12.582 1.00 20.00 
29. 708 66. 843 -10. 855 1 . 00 20. 00 
23.908 63.336 -12.860 1.00 4.94 
22.824 62.590 -12.233 1.00 4.94 
22.750 62.909 -10.749 1.00 4.94 
23.609 62.544 -9.955 1.00 4.94 
23.007 61.077 -12.459 1.00 4.94 
23.049 60.650 -13.931 1.00 4.94 
23.096 61.491 -14.830 1.00 4.94 
23.042 59.446 -14.181 1.00 4.94 
24.799 62.900-12.960 1.00 20.00 
21.678 63.638 -10.411 1.00 4.95 
21.433 63.943 -8.999 1.00 4.95 
20.834 62.737 -8.306 1.00 4.95 
20.248 61.873 -8.945 1.00 4.95 
20.417 65.076 -8.786 1.00 4.95 
20.596 66.498 -9.339 1.00 4.95 



wo 98/10070 

ATOM 2157 CDl LEU B 79 

ATOM 2158 CD2 LEU B 79 

ATOM 2159 H LEU B 79 

ATOM 2160 N VAL B 80 

ATOM 2161 CA VAL B 80 

ATOM 2162 C VAL B 80 

ATOM 2163 0 VAL B 80 



ATHW OVfi/1 PR VAT. R 80 



ATOM 2165 CGI VAL B 80 

ATOM 2166 CG2 VAL B 80 

ATOM 2167 H VAL B 80 

ATOM 2168 N MET B 81 

ATOM 2169 CA MET B 81 

ATOM 2170 C MET B 81 

ATOM 2171 0 MET B 81 

ATOM 2172 CB MET B 81 

ATOM 2173 CO MET B 81 

ATOM 2174 SD MET B 81 

ATOM 2175 CE MET B 81 

ATOM 2176 H MET B 81 

ATOM 2177 N MET B 82 

Kim 2178 CA MET B 82 

ATOM 2179 C MET B 82 

ATOM 2180 0 MET B 82 
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20.566 66.614 -10.868 1.00 4.95 
19.508 67.394 -8.739 1.00 4.95 
21.021 63.835 -11.139 1.00 20.00 
20.953 62.729 -6.971 1.00 4.14 
20.194 61.682 -6.300 1.00 4.14 
18.944 62.215 -5.635 1.00 4.14 
18.974 63.051 -4.738 1.00 4.14 
21.039 60.884 -5.308 1.00 4.14 
20.353 59.543 -5.042 1.00 4.14 
22.480 60.689 -5.790 1.00 4.14 
21.441 63.434 -6.458 1.00 20.00 
17.828 61.680 -6.152 1.00 4.15 
16.536 62.049 -5.584 1.00 4.15 
16.289 61.328 -4.277 1.00 4.15 
15.990 61.914 -3.245 1.00 4.15 
15.418 61.732 -6.580 1.00 4.15 
15.667 62.383 -7.938 1.00 4.15 
14.554 61.808 -9.225 1.00 4.15 
13.053 62.577 -8.623 1.00 4.15 
17.915 60.935 -6.818 1.00 20.00 
16.424 59.995 -4.382 1.00 5.02 
16.100 59.176 -3.218 1.00 5.02 
17.063 58.021 -3.084 1.00 5.02 
17.486 57.434 -4.068 1.00 5.02 
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CB 
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CG 
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ATOM 
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83 
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ATOM 2194 0E2 GLU B 83 

ATOM 2195 H GLU B 83 

ATOM 2196 N GLY B 84 

ATOM 2197 CA GLY B 84 

ATOM 2198 C GLY B 84 

ATOM 2199 0 GLY B 84 

ATOM 2200 H GLY B 84 

ATOM 2201 N LYS B 85 

ATOM 2202 CA LYS B 85 

ATOM 2203 C LYS B 85 

ATOM 2204 0 LYS B 85 
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14.671 58.643 -3.322 1.00 5.02 
13.577 59.700 -3.168 1.00 5.02 
11.933 59.007 -3.335 1.00 5.02 
12.094 58.382 -5.010 1.00 5.02 
16.740 59.575 -5.238 1.00 20.00 
17.387 57.718 -1.821 1.00 4.99 
18.381 56.671 -1.585 1.00 4.99 
17.901 55=708 -0.561 1.00 4.99 
17.326 56.154 0.417 1.00 4.99 
19.597 57.227 -0.899 1.00 4.99 
20.427 58.122 -1.769 1.00 4.99 
21.766 57.465 -1.998 1.00 4.99 
22.287 56.750 -1.129 1.00 4.99 
22.303 57.675 -3.073 1.00 4.99 
17.001 58.220 -1.049 1.00 20.00 
18.224 54.428 -0.777 1.00 3.83 
18.006 53.408 0.239 1.00 3.83 
19.240 52.578 0.510 1.00 3.83 
19.763 51.931 -0.383 1.00 3.83 
18.565 54.172 -1.683 1.00 20.00 
19.685 52.610 1.776 1.00 5.40 
20.759 51.687 2.133 1.00 5.40 
20.283 50.677 3.139 1.00 5.40 
19.809 51.019 4.216 1.00 5.40 
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ATOM 2205 CB LYS B 85 

ATOM 2206 CG LYS B 85 

ATOM 2207 CD LYS B 85 

ATOM 2208 CE LYS B 85 

ATOM 2209 NZ LYS B 85 

ATOM 2210 H LYS B 85 

ATOM 2211 IHZ LYS B 85 

kTQA 2212 2HZ LYS B 85 

ATOM 2213 3HZ LYS B 85 

ATOM 2214 N MET B 86 

ATOM 2215 CA MET B 86 

ATOM 2216 C MET B 86 

ATOM 2217 0 MET B 86 

ATOM 2218 CB MET B 86 

ATOM 2219 CG MET B 86 

ATOM 2220 SD MET B 86 

ATOM 2221 CE MET B 86 

ATOM 2222 H MET B 86 

ATOM 2223 N MET B 87 

ATOM 2224 CA MET B 87 

ATOM 2225 C MET B 87 

kim 2226 0 MET B 87 

ATOM 2227 CB MET B 87 

ATOM 2228 CG MET B 87 
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21.959 52.406 
22. 574 53. 465 
23.701 54.191 
24.309 55.303 
25. 353 55. 954 
19.252 53.165 
25. 825 56. 703 
24.920 56.371 
26.082 55.271 
20.443 49.416 
20.192 48.371 
21.403 47.488 
21.681 46.631 
18.952 47.547 
17.654 48.359 
17.292 49.027 
16.822 47.490 
20.790 49.206 
22.106 47.685 
23. 124 46. 665 
22.576 45.528 
23.172 45.001 
24.400 47.267 
25.607 46.391 



2.738 1.00 5.40 
1.834 1.00 5.40 
2.558 1.00 5.40 
1.710 1.00 5.40 
2.506 1.00 5.40 
2.482 1.00 20.00 
1.954 1.00 20.00 
3.354 1.00 20.00 
2.784 1.00 20.00 
2.746 1.00 17.02 
3.721 1.00 17.02 
3.860 1.00 17.02 
3.034 1.00 17.02 
3.353 1.00 17.02 
3.398 1.00 17.02 
5.033 1.00 17.02 
5.839 1.00 17.02 
1.829 1.00 20.00 
4.984 1.00 29.14 
5.254 1.00 29.14 
6.101 1.00 29.14 
7.030 1.00 29.14 
5.842 1.00 29.14 
5.494 1.00 29.14 



wo 98/10070 

ATOM 2229 SD MET B 87 
ATOM 2230 CE MET B 87 
ATOM 2231 H MET B 87 
ATOM 2232 N SERB 88 
ATOM 2233 CA SER B 88 
ATOM 2234 C SER B 88 
ATOM 2235 0 SER B 88 
ATOM 2236 CB SER B 88 
ATOM 2237 OG SER B 88 
ATOM 2238 H SER B 88 
ATOM 2239 HG SER B 88 
ATOM 2240 N TYR B 89 
ATOM 2241 CA TYR B 89 
ATOM 2242 C TYR B 89 
ATOM 2243 0 TYR B 89 
ATOM 2244 CB TYR B 89 
ATOM 2245 CG TYR B 89 
ATOM 2246 CDl TYR B 89 
ATOM 2247 CD2 TYR B 89 
ATOM 2248 CEl TYR B 89 
ATOM 2249 CE2 TYR B 89 
kTQM 2250 CZ TYR B 89 
ATOM 2251 OH TYR B 89 
ATOM 2252 H TYR B 89 
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27.129 46.891 6.297 1.00 29.14 

28.207 45.591 5.675 1.00 29.14 

21.810 48.376 5.643 1.00 20.00 

21.339 45.198 5.734 1.00 17.75 

20.592 44.258 6.536 1.00 17.75 

20.486 42.917 5.860 1.00 17.75 

19.424 42.337 5.695 1.00 17.75 

19=238 44.871 6.792 1.00 17.75 

18.465 44.031 7.649 1.00 17.75 

20-935 45.558 4.896 1.00 20.00 

17.736 43.798 7.096 1.00 20.00 

21.665 42.435 5.485 1.00 19.14 
21.703 41.012 5.173 1.00 19.14 
21.602 40.211 6.475 1.00 19.14 
21.140 40.714 7.494 1.00 19.14 
22.947 40.721 4.315 1.00 19.14 
24.188 41.226 5.014 1.00 19.14 
24.671 42.518 4.730 1.00 19.14 
24.810 40.393 5.961 1.00 19.14 
25.772 42.999 5.450 1.00 19.14 
25.911 40.871 6.681 1.00 19.14 
26.371 42.175 6.421 1.00 19.14 
27.446 42.654 7.135 1.00 19.14 
22.485 42.969 5.683 1.00 20.00 
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28.032 41.918 
22.037 38.951 
21.963 38.207 
23. 314 37. 701 
24.354 38.064 
20. 929 37. 094 
21.007 36.374 
22. 397 38. 527 
23. 252 36. 832 
24.448 36.119 
24.228 34.649 
23.484 34.344 
24.589 36.380 
23. 331 36. 129 
25. 033 37. 819 
22.403 36.564 
23.509 36.058 
24.817 33.729 
24. 376 32. 342 
22. 875 32. 158 
22.265 32.381 
25.085 31.451 
26.466 31.817 
24.920 29.959 



7.308 1.00 20.00 
6.428 1.00 32.37 
7.684 1.00 32.37 
8.156 1.00 32.37 
7.627 1.00 32.37 
7.529 1.00 32.37 
5.881 1.00 32.37 
5.596 1.00 20.00 
9.169 1.00 22.92 
9.606 1.00 22.92 
9.285 1.00 22.92 
8.367 1.00 22.92 
11. 100 1.00 22.92 
11.739 1.00 22.92 
11.377 1.00 22.92 
9.621 1.00 20.00 
12.668 1.00 20.00 
10.071 1.00 5.61 
9.901 1.00 5.61 
10.014 1.00 5.61 
11.054 1.00 5.61 
10.912 1.00 5.61 
10.966 1.00 5.61 
10.601 1.00 5.61 
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ATOM 2277 H TOR B 92 
ATOM 2278 HGl TOR B 92 
ATOM 2279 N GLY B 93 
ATOM 2280 CA GLY B 93 
ATOM 2281 C GLY B 93 
ATOM 2282 0 GLY B 93 
ATOM 2283 H GLY B 93 
ATOM 2284 N GLN B 94 
ATOM 2285 CA GLN B 94 
ATOM 2286 C GLN B 94 
ATOM 2287 0 GLN B 94 
ATOM 2288 CB GLN B 94 
ATOM 2289 CG GLN B 94 
ATOM 2290 CD GLN B 94 
ATOM 2291 OEl GLN B 94 
ATOM 2292 NE2 GLN B 94 
ATOM 2293 H GLN B 94 
ATOM 2294 1HE2 GLN B 94 
ATOM 2295 2HE2 GLN B 94 
ATOM 2296 N MET B 95 
ATOM 2297 CA MET B 95 
ATOM 2298 C MET B 95 
ATOM 2299 0 MET B 95 
ATOM 2300 CB MET B 95 
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25.535 33.916 10.738 1.00 20.00 
26.892 31.160 11.501 1.00 20.00 
22.314 31.756 8.877 1.00 3.78 
20.879 31.663 8.914 1.00 3.78 
20.378 31.121 7.625 LOO 3.78 
21.093 30.841 6.666 1.00 3.78 
22.789 31.646 8.003 1.00 20.00 
19.062 31.003 7.674 1.00 15.42 
18.408 30.650 6.454 1.00 15.42 
18.502 31.773 5.453 1.00 15.42 
19.242 32.743 5.553 1.00 15.42 
16.980 30.303 6.857 1.00 15.42 
16.940 28.953 7.556 1.00 15.42 
17.358 27.874 6.577 1.00 15.42 
18.301 27.136 6.819 1.00 15.42 
16.573 27.723 5.504 1.00 15.42 
18.504 31.364 8.418 1.00 20.00 
15.682 28.163 5.350 1.00 20.00 
16.926 27.114 4.795 1.00 20.00 
17.640 31.566 4.484 1.00 18.74 
17.266 32.637 3.570 1.00 18.74 
16.755 33.926 4.243 1.00 18.74 
16.209 33.910 5.341 1.00 18.74 
16.186 32.044 2.692 1.00 18.74 
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ATOM 2301 CG MET B 95 

ATOM 2302 SD MET B 95 

ATOM 2303 CE MET B 95 

ATOM 2304 H MET B 95 

ATOM 2305 N TRP B 96 

ATOM 2306 CA TRP B 96 

ATOM 2307 C TRP B 96 

ATOM 2308 0 TRP B 96 

ATOM 2309 CB TRP B 96 

ATOM 2310 CG TRP B 96 

ATOM 2311 CDl TRP B 96 

ATOM 2312 CD2 TRP B 96 

ATOM 2313 NEl TRP B 96 

ATOM 2314 CE2 TRP B 96 

ATOM 2315 CE3 TRP B 96 

ATOM 2316 CZ2 TRP B 96 

ATOM 2317 CZ3 TRP B 96 

ATOM 2318 CH2 TRP B 96 

ATOM 2319 H TRP B 96 

ATOM 2320 HEl TRP B 96 

ATOM 2321 N ALA B 97 

ATOM 2322 CA AU B 97 

ATOM 2323 C ALA B 97 

ATOM 2324 0 ALA B 97 
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15.061 31.664 
13.472 31.178 
12.867 30.943 
17.203 30.670 
16.917 35.037 
16.528 36.338 
15.869 37.182 
16.243 37.094 
17. 755 37. 069 
18.818 37.286 
19.818 36.382 
19.025 38.445 
20. 603 36. 890 
20. 146 38. 165 
18.353 39.680 
20. 572 39. 129 
18.787 40.632 
19.888 40.358 
17.365 34.971 
21.371 36.419 
14.896 38.001 
14.310 38.918 
14.183 40.311 
13.706 40.486 



3.652 1.00 18.74 
3.039 1.00 18.74 
4.699 1.00 18.74 
4.513 1.00 20.00 
3.505 1.00 3.87 
4.053 1.00 3.87 
2.987 1.00 3.87 
1.825 1.00 3.87 
4.628 1.00 3.87 
3.565 1.00 3.87 
3.175 1.00 3.87 
2.730 1.00 3.87 
2.191 1.00 3.87 
1.876 1.00 3.87 
2.622 1.00 3.87 
0.936 1.00 3.87 
1.678 1.00 3.87 
0.839 1.00 3.87 
2.607 1.00 20.00 
1.795 1.00 20.00 
3.420 1.00 3.76 
2.450 1.00 3.76 
3.025 1.00 3.76 
4.142 1.00 3.76 
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ATOM 2325 CB AU B 97 

ATOM 2326 H ALA B 97 

ATOM 2327 N ARC B 98 

ATOM 2328 CA ARC B 98 

ATOM 2329 C ARG B 98 

ATOM 2330 0 ARG B 98 

ATOM 2331 CB ARG B 98 

ATOM 2332 CO ARG B 98 

ATOM 2333 CD ARG B 98 

ATOM 2334 NE ARG B 98 

ATOM 2335 CZ ARG B 98 

ATOM 2336 NHl ARG B 98 

ATOM 2337 NH2 ARG B 98 

ATOM 2338 H ARG B 98 

ATOM 2339 HE ARG B 98 

ATOM 2340 IHHl ARG B 98 

ATOM 2341 2HH1 ARG B 98 

ATOM 2342 1HH2 ARG B 98 

ATOM 2343 2HH2 ARG B 98 

ATOM 2344 N SER B 99 

ATOM 2345 CA SER B 99 

ATOM 2346 C SER B 99 
ATOM 2347 0 SER B 99 
ATOM 2348 CB SER B 99 



12.934 38.430 1.992 1.00 3.76 
14.582 38.005 4.367 1.00 20.00 
14.669 41.280 2.227 1.00 11.69 
14.570 42.677 2.651 1.00 11.69 
13.868 43.511 1.612 1.00 11.69 
14.072 43.340 0.417 1.00 11.69 
15.934 43.328 2.909 1.00 11.69 
16.838 42.551 3.856 1.00 11.69 
16.184 4 2.240 5.193 1.00 11.69 

17.015 41.329 5.974 1.00 11.69 
17.025 41.432 7.306 1.00 11.69 
17.686 40.563 8.065 1.00 11.69 
16.333 42.411 7.860 1.00 11.69 

15.016 41.031 1.318 1.00 20.00 
17. 602 40. 669 5. 504 1 . 00 20. 00 
17.606 40.574 9.062 1.00 20.00 
18.279 39.876 7.646 1.00 20.00 
16.182 42.387 8.852 1.00 20.00 
15.871 43.113 7.323 1.00 20.00 
13.044 44.436 2.114 1.00 7.28 
12.448 45.344 1.148 1.00 7.28 
12.868 46.786 1.316 1.00 7.28 
12.959 47.316 2.417 1.00 7.28 
10.932 45.207 1.188 1.00 7.28 
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ATOM 


2396 


C 
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5.286 55.245 -2.107 1.00 20.00 
10.935 53.525 -1.781 1.00 17.88 
11.286 54.940 -1.857 1.00 17.88 
10.100 55.696 -2.431 1.00 17.88 
9.326 55.127 -3.192 1.00 17.88 
12.530 55.098 -2.745 1.00 17.88 
13.902 54.915 -2.066 1.00 17.88 
14.099 55.948 -0.964 1.00 17.88 
14.212 53.502 -1.564 1.00 17.88 
10.530 53.077 -2.578 1.00 20.00 
9.968 56.973 -2.035 1.00 5.34 
8.821 57.714 -2.565 1.00 5.34 
8.775 59.160 -2.114 1.00 5.34 
8.857 59.429 -0.923 1.00 5.34 
10.609 57.423 -1.413 1.00 20.00 
8.653 60.074 -3.102 1.00 6.66 
8.624 61.499 -2.757 1.00 6.66 
8.185 62.405 -3.899 1.00 6.66 
8.047 61.959 -5.031 1.00 6.66 
9.999 61.951 -2.285 1.00 6.66 
8.612 59. 782 -4 .062 1 . 00 20. 00 
7.958 53.691 -3.550 1.00 2.80 
7.496 64.636 -4.573 1.00 2.80 
8.557 65.607 -5.040 1.00 2.80 
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ATOM 2411 

ATOM 2412 

ATOM 2413 

ATOM 2414 

ATOM 2415 

ATOM 2416 

ATOM 2417 

ATOM 2418 

ATOM 2419 

ATOM 2420 



0 VAL B 105 
CB VAL B 105 
CGI VAL B 105 
CG2 VAL B 105 
H VAL B 105 
N PHE B 106 
CA PHE B 106 
C PHE B 106 
0 PHE B 106 
CB PHE B 106 
CG PHE B 106 
CDl PHE B 106 
CD2 PHE B 106 
CEl PHE B 106 
CE2 PHE B 106 
CZ PHE B 106 
H PHE B 106 
N ASN B 107 
CA ASN B 107 
C ASN B 107 
0 ASN B 107 
CB ASN B 107 
CG ASN B 107 
GDI ASN B 107 
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9.264 66.228 -4.257 1.00 2.80 
6.268 65.403 -4.079 1.00 2.80 
5.733 66.430 -5.074 1.00 2.80 
5.180 64.402 -3.756 1.00 2.80 
8.094 64.027 -2.616 1.00 20.00 
8.619 65.708 -6.376 1.00 2.81 
9.664 66.528 -6.978 1.00 2.81 
9.114 67.358 -8.136 1.00 2.81 
8.123 66.974 -8.743 1.00 2.81 
10.802 65.593 -7.415 1.00 2.81 
11.413 64.847 -6.236 1.00 2.81 
11.117 63.482 -6.026 1.00 2.81 
12.302 65.518 -5.373 1.00 2.81 
11.778 62.779 -4.999 1.00 2.81 
12.964 64.828 -4.342 1.00 2.81 
12.714 63.452 -4.185 1.00 2.81 
7.979 65.181 -6.943 1.00 20.00 
9.767 68.507 -8.431 1.00 6.84 
9.373 69.186 -9.678 1.00 6.84 
10.243 68.732 -10.805 1.00 6.84 
11.443 68.979 -10.825 1.00 6.84 
9.530 70.708 -9.733 1.00 5.84 
8.548 71.417 -8.851 1.00 6.84 
7.503 71.922 -9.232 1.00 6.84 



wo 98/10070 

ATOM 2421 ND2 ASN B 107 

ATOM 2422 H ASN B 107 

ATOM 2423 1HD2 ASN B 107 

ATOM 2424 2HD2 ASN B 107 

ATOM 2425 N LEU B 108 

ATOM 2426 CA LEU B 108 

ATOM 2427 C LEU B 108 

ATOM 2428 0 LEU B 108 

ATOM 2429 CB LEU B 108 



ATOM 


2430 


CG LEU B 108 


ATOM 


2431 


CDl LEU B 108 


ATOM 


2432 


CD2 LEU B 108 


ATOM 


2433 


H LEU B 108 


ATOM 


2434 


N THR B 109 


ATOM 


2435 


CA THR B 109 


ATOM 


2436 


C THR B 109 


ATOM 


2437 


0 THR B 109 


ATOM 


2438 


CB THR B 109 


ATOM 


2439 


OGl THR B 109 


ATOM 


2440 


CG2 THR B 109 


ATOM 


2441 


H TOR B 109 


ATOM 


2442 


HGl THR B 109 


ATOM 


2443 


N SER B 110 


ATOM 


2444 


CA SER B 110 
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8.985 71.454 -7.612 1.00 6.84 
10.618 68.734 -7.963 1.00 20.00 
9.849 71.011 -7.373 1.00 20.00 
8.455 71.916 -6.904 1.00 20.00 
9.577 68.073 -11.744 1.00 5.08 
10.346 67.725 -12.925 1.00 5.08 
10.047 68.671 -14.065 1.00 5.08 
9.103 69.459 -14.019 1.00 5.08 
10.108 66.257 -13.267 1.00 5.08 
10.498 65.352 -12.092 1.00 5.08 
9.994 63.925 -12.266 1.00 5.08 
11.998 65.394 -11.801 1.00 5.08 
8.582 67.966 -11.683 1.00 20.00 
10.917 68.562 -15.072 1.00 3.97 
10.774 69.430 -16.233 1.00 3.97 
10.626 68.516 -17.434 1.00 3.97 
10.912 67.332 -17.352 1.00 3.97 
12.026 70.323 -16.345 1.00 3.97 
12.366 70.880 -15.068 1.00 3.97 
11.893 71.460 -17.365 1.00 3.97 
11.587 67.813 -15.111 1.00 20.00 
13.135 71.406 -15.223 1.00 20.00 
10.201 59.070 =18.575 1.00 5.78 
10.374 68.239 -19.764 1.00 5.78 



wo 98/10070 

ATOM 2445 C SER B 110 
ATOM 2446 0 SER B 110 
ATOM 2447 CB SER B 110 
ATOM 2448 OG SER B 110 
ATOM 2449 H SER B 110 
ATOM 2450 HG SER B 110 
ATOM 2451 N ALA B 111 
ATOM 2452 CA AU B 111 
ATOM 2453 C ALA B 111 
ATOM 2454 0 ALA B 111 
ATOM 2455 CB ALA B 111 
ATOM 2456 H AU B 111 
ATOM 2457 N ASP B 112 
ATOM 2458 CA ASP B 112 
ATOM 2459 C ASP B 112 
ATOM 2460 0 ASP B 112 
ATOM 2461 CB ASP B 112 
ATOM 2462 CG ASP B 112 
ATOM 2463 ODl ASP B 112 
ATOM 2464 0D2 ASP B 112 
ATOM 2465 H ASP B 112 
ATOM 2466 N HIS B 113 
ATOM 2467 CA HIS B 113 
ATOM 2468 C HIS B 113 
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11.829 67.856 -20.030 1.00 5.78 
12.747 68.622 -19.753 1.00 5.78 
9.770 68.967 -20.960 1.00 5.78 
8.459 69.426 -20.608 1.00 5.78 
9.827 69.994 -18.648 1.00 20.00 
7.853 68.778 -20.963 1.00 20.00 
11.965 66.634 -20.583 1.00 23.23 
13.211 66.062 -21.107 1.00 23.23 
14.150 65.377 -20.133 1.00 23.23 
15.034 64.639 -20.556 1.00 23.23 
14.027 67.046 -21.962 1.00 23.23 
11.149 66.052-20.558 1.00 20.00 
13.951 65.624 -18.827 1.00 12.39 
14.887 64.918 -17.960 1.00 12.39 
14.602 63.441 -17.774 1.00 12.39 
13.496 62.963 -18.011 1.00 12.39 
15.137 65.687-16.659 1.00 12.39 
14.027 65.684 -15.626 1.00 12.39 
14.336 65.452 -14.461 1.00 12.39 
12.883 65.956 -15.963 1.00 12.39 
13.204 66.161 -18.428 1.00 20.00 
15.683 62.734 -17.404 1.00 16.60 
15.525 61.297 -17.207 1.00 16.60 
15.572 60.926 -15.745 1.00 16.60 



wo 98/10070 



ATOM 


2469 


0 HIS B 113 


ATOM 


2470 


CB HIS B 113 


ATOM 


2471 


CG HIS B 113 


ATOM 


2472 


NDl HIS B 113 


ATOM 


2473 


CD2 HIS B 113 


ATOM 


2474 


CEl HIS B 113 


ATOM 


2475 


NE2 HIS B 113 


ATOM 


2476 


H HIS B 113 


ATOM 


2477 


HDl HIS B 113 


ATOM 


2478 


N LEU B 114 


ATOM 


2479 


CA LEU B 114 


ATOM 


2480 


C LEU B 114 


ATOM 


2481 


0 LEU B 114 


ATOM 


2482 


CB LEU B 114 


ATOM 


2483 


CG LEU B 114 


ATOM 


2484 


CDl LEU B 114 


ATOM 


2485 


CD2 LEU B 114 


ATOM 


2486 


H LEU B 114 


ATOM 


2487 


N TYR B 115 


ATOM 


2488 


CA TYR B 115 


ATOM 


2489 


C TYR B 115 



ATOM 2490 0 TYR B 115 
ATOM 2491 CB TYR B 115 
ATOM 2492 CG TYR B 115 
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16.376 61.456 -14.990 1.00 16.60 
16.626 60.489 -17.893 1.00 16.60 
16.587 60.556 -19.400 1.00 16.60 
17.096 61.577 -20.109 1.00 16.60 
16.085 59.597 -20.285 1.00 16.60 
16.924 61.276 -21.433 1.00 16.60 
16.305 60.058 -21.544 1.00 16.60 
16.534 63.209 -17.164 1.00 20.00 
17.498 62.393 -19.744 1.00 20.00 
14.723 59.954 -15.388 1.00 5.46 
14.929 59.347 -14.074 1.00 5.46 
15.405 57.916 -14.205 1.00 5.46 
15.000 57.205 -15.118 1.00 5.46 
13.670 59.370 -13.203 1.00 5.46 
12.970 60.720 -13.022 1.00 5.46 
11.903 60.623 -11.942 1.00 5.46 
13.906 61.882 -12.721 1.00 5.46 
14.055 59.615 -16.054 1.00 20.00 
16.285 57.535 -13.264 1.00 8.89 
16.799 56.162 -13.264 1.00 8.89 
16.701 55.548 -11.893 1.00 8.89 
16.762 56.244 -10.890 1.00 8.89 
18.255 56.090 -13.693 1.00 8.89 
18.430 56.555 -15.116 1.00 8.89 
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ATOM 


2493 


CDl 


TYR B 115 


18. 156 


55.658 - 


16. 169 


1 f\f\ Q RQ 

1 . uu o. oy 


ATOM 


2494 


CD2 


TYR B 115 


18.853 


57.878 - 


1d.o4d 


1 AH Q CO 


ATOM 


2495 


CEl 


TYR B 115 


18. 283 


56.109 - 


17. 493 


l.OU O.oy 


ATOM 


2496 


GE2 


TYR B 115 


18. 980 


58.325 - 


-16. 668 


1 AA O QA 

1,00 o.oy 


ATOM 


2497 


CZ 


TYR B 115 


18. 674 


57.443 - 


-17. 724 


1 AA O QA 

1.00 o.oy 


ATOM 


2498 


OH 


TYR B 115 


18. 748 


57.906 - 


-19. 023 


"I AA O OA 

1.00 o.o9 


ATOM 


2499 


H 


TYR B 115 


16.565 


58. 190 - 


-12.555 


1 f\/\ OA AA 

1 . 00 10. 00 


ATOM 


2500 


HH 


TYR B 115 


18.874 


58.845 - 


-19. 007 


1 AA OA AA 

1. 00 ZO. 00 


ATOM 


2501 


N 


VAL B 116 


16. 532 


54.216 - 


-11. 885 


1 AA C 1 C 

1. 00 b. lo 


ATOM 


2502 


CA 


VAL B 116 


16. 391 


53.542 • 


-10.595 


1 AA C 1 

1. 00 0, lo 


ATOM 


2503 


C 


VAL B 116 


17. 197 


52. 266 


-10. 542 


1 AA R 1 C 

1. 00 o. It) 


ATOM 


2504 


0 


VAL B 116 


16.810 


51.248 


-11. 102 


1 AA C 1 C 

1.00 b. lb 


ATOM 


2505 


CB 


VAL B 116 


14.918 


53. 250 


-10. 302 


1 AA C 1 C 

1.00 5.15 


ATOM 


2506 


CGI VAL B 116 


14.721 


52.473 


-9. 013 


1 AA C 1 C 

1. 00 b. ib 


ATOM 


2507 


CG2 VAL B 116 


14. 139 


54. 543 


-10. ZOO 


1 AA c; 1 c; 


ATOM 


2508 


H 


VAL B 116 


16.478 


53. 701 




1 AA 9A nn 

I . UU ^U. UU 


ATOM 


2509 


N 


ASN B 117 


18.333 


52. 372 


O OA O 

-9. o4o 


1 AA ft 77 
1 . UU o. / / 


ATOM 


2510 


CA 


ASN B 117 


19. 167 


51. 174 


-9. ooU 


1 AA Q 77 
I. UU O. / / 


ATOM 


2511 


C 


ASN B 117 


19. 399 


50. 633 


O A OC 

-o. 4oO 


1 AA 77 
i. UU O. / / 


ATOM 


2512 


0 


ASN B 117 


19. 350 


51. 348 


-7.4o9 


1 AA Q 77 
i. UU O. / / 


ATOM 


2513 


CB 


ASN B 117 


20. 500 


51.404 


-10.555 


1.00 8.77 


ATffll 


2514 


CG 


ASN B 117 


20. 279 


51.588 


-12.032 


1.00 8.77 


ATOM 


2515 


ODl ASN B 117 


19. 378 


51. 179 


-12.681 


LOO 8.77 


ATOM 


2516 


ND2 ASN B 117 


21.150 


52. 562 


-12.547 


1.00 8.77 



wo 98/10070 

ATOM 2517 H ASN B 117 

ATOM 2518 1HD2 ASN B 117 

ATOM 2519 2HD2 ASN B 117 

ATOM 2520 N VAL B 118 

ATOM 2521 CA VAL B 118 

ATOM 2522 C VAL B 118 

ATOM 2523 0 VAL B 118 

ATOM 9c;94 r.R VAT. R 118 

A A t **W** * -fc^— ■ . 

ATOM 2525 CGI VAL B 118 

ATOM 2526 CG2 VAL B 118 

ATOM 2527 H VAL B 118 

ATOM 2528 N SER B 119 

ATOM 2529 CA SER B 119 

ATOM 2530 C SER B 119 

ATOM 2531 0 SER B 119 

ATOM 2532 CB SER B 119 

ATOM 2533 OG SER B 119 

ATOM 2534 H SER B 119 

ATOM 2535 HG SER B 119 

ATOM 2536 N GLU B 120 

ATOM 2537 CA GLU B 120 

ATOM 2538 C GLU B 120 

ATOM 2539 0 GLU B 120 
ATOM 2540 CB GLU B 120 
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18.541 53.196 -9.308 1.00 20.00 
21.897 52.941 -12.005 1.00 20.00 
21.029 52.817 -13.504 1.00 20.00 
19.655 49.315 -8.438 1.00 2.80 
20.075 48.618 -7.224 1.00 2.80 
21.538 48.250 -7.381 1.00 2.80 
21.997 48.046 -8.497 1.00 2.80 
19.216 47.353 -7.046 1.00 2.80 
19.631 46.461 -5.874 1.00 2.80 
17.739 47.713 -6.963 1.00 2.80 
19.690 48.821 -9.306 1.00 20.00 
22.244 48.163 -6.241 1.00 3.07 
23.620 47.667 -6.305 1.00 3.07 
23.792 46.253 -6.866 1.00 3.07 
24.505 46.037 -7.838 1.00 3.07 
24.264 47.836 -4.928 1.00 3.07 
23.390 47.315 -3.918 1.00 3.07 
21.832 48.402 -5.357 1.00 20.00 
23.856 46.543 -3.572 1.00 20.00 
23.090 45.294 -6.235 1.00 12.56 
23.241 43.924 -6.733 1.00 12.56 
21.951 43.320 -7.233 1.00 12.56 
21.020 43.039 -6.489 1.00 12.56 
23.834 42.961 -5.695 1.00 12.56 
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ATOM 


2541 


CG 


GLU B 


120 


25.244 


43. 250 


-5. 162 


1.00 


12. 56 


ATOM 


2542 


CD 


GLU B 


120 


25. 277 


44.479 


-4.271 


1.00 


12.56 


ATOM 


2543 


OEl 


GLU B 


120 


24. 290 


44.756 


-3. 591 


1.00 


12.56 


ATOM 


2544 


0E2 


GLU B 


120 


26. 294 


45. 168 


-4.272 


1.00 


12.56 


ATOM 


2545 


H 


GLU B 


120 


22. 593 


45. 503 


-5. 392 


1.00 


20.00 


ATOM 


2546 


N 


LEU B 


121 


21.931 


43. 090 


-8. 549 


1.00 


16.20 


ATOM 


2547 


CA 


LEU B 


121 


20. 674 


42.546 


-9. 053 


1.00 


16.20 


ATOM 


2548 


C 


LEU B 


121 


20. 477 


41.055 


-8. 837 


1.00 


16.20 


ATOM 


2549 


0 


LEU B 


121 


19. 372 


40.533 


-8.905 


1.00 


16.20 


ATOM 


2550 


CB 


LEU B 


121 


20. 391 


43. 005 


-10.486 


1.00 


16.20 


ATOM 


2551 


CG 


LEU B 


121 


20. 038 


44.497 


-10.587 


1.00 


16.20 


ATOM 


2552 


CDl 


LEU B 


121 


19. 002 


44. 883 


-9. 542 


1.00 


16.20 


ATOM 


2553 


CD2 


LEU B 


121 


21.227 


45.458 


-10.542 


1.00 


16.20 


ATOM 


2554 


H 


LEU B 


121 


22.699 


43.329 


-9. 143 


1.00 


20.00 


ATOM 


2555 


N 


SER B 


122 


21.592 


40.403 


-8. 449 


1.00 


8.33 


ATOM 


2556 


CA 


SER B 


122 


21.491 


39. 047 


-7. 904 


1.00 


8.33 


ATOM 


2557 


C 


SER B 


122 


20. 531 


38. 891 


-6. 732 


1.00 


8. 33 


ATOM 


2558 


0 


SER B 


122 


19.965 


37.833 


-6. 494 


1.00 


8.33 


ATOM 


2559 


CB 


SER B 


122 


22. 875 


38. 562 


-7. 484 


1. 00 


8.33 


ATOM 


2560 


OG 


SER B 


122 


23. 832 


38. 967 


-8.468 


1.00 


8.33 


ATOM 


2561 


H 


SER B 


122 


22. 503 


40.801 


-8. 558 


1.00 


20.00 


ATOM 


2562 


HG 


SER B 


122 


24.651 


38. 552 


-8. 225 


1.00 


20.00 


Aim 


2563 


N 


LEU B 


123 


20. 371 


40.017 


-6.012 


1.00 


10. 07 


ATOM 


2564 


CA 


LEU B 


123 


19.436 


40.032 


-4.890 


1.00 


10. 07 
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ATOM 2565 C LEU B 123 

ATOM 2566 0 LEU B 123 

ATOM 2567 CB LEU B 123 

ATOM 2568 CG LEU B 123 

ATOM 2569 CDl LEU B 123 

ATOM 2570 CD2 LEU B 123 

ATOM 2571 H LEU B 123 



ATOii ocvo M VAT R ^9A 



ATOM 2573 CA VAL B 124 

ATOM 2574 C VAL B 124 

ATOM 2575 0 VAL B 124 

ATOM 2576 CB VAL B 124 

ATOM 2577 CGI VAL B 124 

ATOM 2578 CG2 VAL B 124 

ATOM 2579 H VAL B 124 
ATOM 2580 N ASN B 125 
ATOM 2581 CA ASN B 125 
ATOM 2582 C ASN B 125 
ATOM 2583 0 ASN B 125 
ATOM 2584 CB ASN B 125 
ATOM 2585 CG ASN B 125 
ATOM 2586 GDI ASN B 125 
ATOM 2587 ND2 ASN B 125 
ATOM 2588 H ASN B 125 
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17.973 39.912 -5.267 1.00 10.07 
17.134 39.559 -4.448 1.00 10.07 
19.562 41.335 -4.118 1.00 10.07 
20.938 41.678 -3.570 1.00 10.07 
21.015 43.169 -3.242 1.00 10.07 
21.330 40.782 -2.398 1.00 10.07 
20.845 40.864 -6.264 1.00 20.00 
17.680 40.300 -6.519 1.00 5.90 
16.267 40.546 -6.784 1.00 5.90 
15.405 39.307 -6.803 1.00 5.90 
15.683 38.288 -7.425 1.00 5.90 
16.078 41.404 -8.043 1.00 5.90 
14.619 41.768 -8.338 1.00 5.90 
16.871 42.690 -7.865 1.00 5.90 
18.375 40.396 -7.233 1.00 20.00 
14.303 39.483 -6.070 1.00 5.82 
13.268 38.466 -6.159 1.00 5.82 
12.436 38.671 -7.381 1.00 5.82 
11.998 39.778 -7.656 1.00 5.82 
12.354 38.519 -4.943 1.00 5.82 
13.162 37.999 -3.808 1.00 5.82 
14.077 37.236 -4.056 1.00 5.82 
12.807 38.450 -2.591 1.00 5.82 
14.155 40.369 -5.628 1.00 20.00 
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ATOM 



2589 1HD2 ASN B 125 



12.024 39.059 



-2.498 1.00 20.00 



ATOM 



2590 2HD2 ASN B 125 



13.325 38.216 



-1.766 1.00 20.00 



ATOM 



2591 N PHE B 126 



12.207 37.549 



-8.072 1.00 7.35 



ATOM 2592 CA PHE B 126 11.119 37.606 -9.041 1.00 7.35 

ATOM 2593 C PHE B 126 10.099 36.555 -8.715 1.00 7.35 

ATOM 2594 0 PHE B 126 9.564 35.843 -9.555 1.00 7.35 

ATOM 2595 CB PHE B 126 11.595 37.426 -10.476 1.00 7.35 

ATOM 2596 CG PHE B 126 12.638 38.457 -10.804 1.00 7.35 

ATOM 2597 CDl PHE B 126 13.993 38.081 -10.727 1.00 7.35 

ATOM 2598 CD2 PHE B 126 12.248 39.758 -11.192 1.00 7.35 

ATOM 2599 CEl PHE B 126 14.984 39.008 -11.092 1.00 7.35 

ATOM 2600 CE2PHEB 126 13.239 40.685 -11.564 1.00 7.35 



ATOM 2601 CZ PHE B 126 14.594 40.291 -11.532 1.00 7. 



ATOM 


2602 


H 


PHE B 126 


12. 688 


36.693 


-7.882 


1.00 20.00 


ATOM 


2603 


N 


GLU B 127 


9.865 


36. 476 


-7. 396 


1.00 24.73 


ATOM 


2604 


CA 


GLU B 127 


8.691 


35. 743 


-6.955 


1.00 24.73 


ATOM 


2605 


C 


GLU B 127 


7.431 


36.370 


-7.515 


1.00 24.73 


ATOM 


2606 


0 


GLU B 127 


6.521 


35. 753 


-8. 053 


1.00 24.73 


ATOM 


2607 


CB 


GLU B 127 


8.591 


35.817 


-5.445 


1.00 24.73 


ATOM 


2608 


CG 


GLU B 127 


7.585 


34.753 


-5.001 


1.00 24.73 


ATOM 


2609 


CD 


GLU B 127 


8.355 


33.515 


-4.517 


1.00 24.73 


ATOM 


2610 


OEl 


GLU B 127 


8.956 


33.486 


-3.443 


1.00 24.73 


ATOM 


2611 


0E2 GLU B 127 


8.382 


32= 557 


-5.246 


1.00 24.73 


ATOM 


2612 


H 


GLU B 127 


10.416 


36. 983 


-6. 739 


1.00 20.00 
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ATOM 


2613 


N 


GLU B 128 


ATOM 


2614 


CA 


GLU B 128 


ATOM 


2615 


C 


GLU B 128 


ATOM 


2616 


0 


GLU B 128 


ATOM 


2617 


CB 


GLU B 128 


ATOM 


2618 


CG 


GLU B 128 


ATOM 


2619 


CD 


GLU B 128 


ATOM 

« * * vit« 


2520 


OEl 


GLU B 128 


ATOM 


2621 


0E2 GLU B 128 


ATOM 


2622 


H 


GLU B 128 


ATOM 


2623 


N 


SER B 129 


ATOM 


2624 


CA 


SER B 129 


ATOM 


2625 


C 


SER B 129 


ATOM 


2626 


0 


SER B 129 


ATOM 


2627 


CB 


SER B 129 


ATOM 


2628 


OG 


SER B 129 


ATOM 


2629 


H 


SER B 129 


ATOM 


2630 


HG 


SER B 129 


ATOM 


2631 


N 


GLN B 130 


ATOM 


2632 


CA 


GLN B 130 


ATOM 


2633 


C 


GLN B 130 


ATOM 


2534 


0 


GLN B 130 



ATOM 2635 CB GLN B 130 
ATOM 2636 CG GLN B 130 
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7.441 37.688 -7.277 1.00 23.04 
6.166 38.355 -7.373 1.00 23.04 
6.353 39.772 -7.856 1.00 23.04 
7.468 40.213 -8.110 1.00 23.04 
5.557 38.339 -5.989 1.00 23.04 
4.727 37.086 -5.729 1.00 23.04 
3.295 37.307 -6.160 1.00 23.04 
2.980 38.384 -6.680 1.00 23.04 
2.500 36.393 -5.955 1.00-23.04 
8.219 38.174 -6.866 1.00 20.00 
5.217 40.479 -7.935 1.00 19.86 
5.190 41.782 -8.619 1,00 19.86 
5.966 42.944 -7.999 1.00 19.86 
5.971 44.069 -8.479 1.00 19.86 
3.737 42.203 -8.827 1.00 19.86 
2.958 41.052 -9.163 1.00 19.86 
4.353 40.037 -7.661 1.00 20.00 
2.038 41.313 -9.105 1.00 20.00 
6.604 42.618 -6.871 1.00 15.57 
7.155 43.597 -5.948 1.00 15.57 
8.061 44.718 -6.469 1.00 15.57 
8.015 45.841 -5.981 1.00 15.57 
7.858 42.813 -4.846 1.00 15.57 
8.998 41.884 -5.311-1.00 15.57 



wo 98/10070 

ATOM 2637 CD GLN B 130 

ATOM 2638 OEl GLN B 130 

ATOM 2639 NE2 GLN B 130 

ATOM 2640 H GLN B 130 

ATOM 2641 1HE2 GLN B 130 

ATOM 2642 2HE2 GLN B 130 

ATOM 2643 N "fflR B 131 

ATOM 2644 CA THR B 131 

ATOM 2645 C TOR B 131 

ATOM 2646 0 TOR B 131 

ATOM 2647 CB THR B 131 

ATOM 2648 OGl TOR B 131 

ATOM 2649 CG2 THR B 131 

ATOM 2650 H TOR B 131 

ATOM 2651 HGl TOR B 131 

ATOM 2652 N PHE B 132 

ATOM 2653 CA PHE B 132 

ATOM 2654 C PHE B 132 

ATOM 2655 0 PHE B 132 

ATOM 2656 CB PHE B 132 

ATOM 2657 CG PHE B 132 

ATOM 2658 CDl PHE B 132 

ATOM 2659 CD2 PHE B 132 

ATOM 2660 CEl PHE B 132 
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8.664 40.407 -5.145 1.00 15.57 
9.297 39.522 -5.707 1.00 15.57 
7.630 40.142 -4.338 1.00 15.57 
6.616 41.649 -6.641 1.00 20.00 
7.088 40.805 -3.827 1.00 20.00 
7.346 39.189 -4.262 1.00 20.00 
8.902 44.358 -7.447 1.00 3.96 
9.869 45.355 -7.893 1.00 3.96 
9.359 46.228 -9.023 1.00 3.96 
9.134 45.786 -10.147 1.00 3.96 
11.200 44.669 -8.225 1.00 3.96 
11.738 44.065 -7.038 1.00 3.96 
12.236 45.603 -8.859 1.00 3.96 
8.839 43.456 -7.870 1.00 20.00 
12.465 43.535 -7.339 1.00 20.00 
9.195 47.504 -8.640 1.00 6.06 
8.580 48.458 -9.553 1.00 6.06 
9.126 49.862 -9.396 1.00 6.06 
9.692 50.198 -8.365 1.00 6.06 
7.049 48.437 -9.410 1.00 6.06 
6.573 48.792 -8.018 1.00 6.06 
6.582 50.119 -7.541 1.00 6.06 
6.006 47.778 -7.219 1.00 6.06 
6.234 50.430 -6.245 1.00 6.06 



wo 98/10070 

ATOM 2661 CE2 PHE B 132 
ATOM 2662 CZ PHE B 132 
ATOM 2663 H PHE B 132 
ATOM 2664 N PHE B 133 
ATOM 2665 CA PHE B 133 
ATOM 2666 C PHE B 133 
ATOM 2667 0 PHE B 133 
AT(M 2668 CB PHE B 133 
ATOM 2669 CG PHE B 133 
ATOM 2670 CDl PHE B 133 
ATOM 2671 CD2 PHE B 133 
ATOM 2672 CEl PHE B 133 
ATOM 2673 CE2 PHE B 133 
ATOM 2674 CZ PHE B 133 
ATOM 2675 H PHE B 133 
ATOM 2676 N GLY B 134 
ATOM 2677 CA GLY B 134 
ATOM 2678 C GLY B 134 
ATOM 2679 0 GLY B 134 
ATOM 2680 H GLY B 134 
ATOM 2681 N LEU B 135 
ATOM 2582 CA LEU B 135 
ATOM 2683 C LEU B 135 
ATOM 2684 0 LEU B 135 
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5.552 48.087 -5.923 1.00 6.06 
5.675 49.409 -5.448 1.00 6.06 
9.489 47.782 -7.721 1.00 20.00 
8.893 50.667 -10.443 1.00 7.15 
9.216 52.094 -10.375 1.00 7.15 
8.160 52.877 -11.118 1.00 7.15 
7.790 52.516 -12.224 1.00 7.15 
10.603 52.353 -10.983 1.00 7.15 
10.922 53.825 -11.169 1.00 7.15 
10.718 54.745 -10.116 1.00 7.15 
11.440 54.250 -12.412 1.00 7.15 
11.031 56.104 -10.306 1.00 7.15 
11.766 55.607 -12.599 1.00 7.15 
11.556 56.522 -11.547 1.00 7.15 
8.474 50.273 -11.267 1.00 20.00 
7.687 53.957 -10.491 1.00 4.00 
6.660 54.684 -11.218 1.00 4.00 
6.524 56.129 -10.814 1.00 4.00 
6.950 56.542 -9.741 1.00 4.00 
8.007 54.259 -9.590 1.00 20.00 
5.913 56.875 -11.747 1.00 5.48 
5.698 58.301 -11.516 1.00 5.48 
4.262 58.657 -11.780 1.00 5.48 
3.551 57.936 -12.470 1.00 5.48 




wo 98/10070 



ATOM 


2685 


ATOM 


2686 


ATOM 


2687 


ATOM 


2688 


ATOM 


2689 


ATOM 


2690 


ATOM 


2691 


ATOM 


2692 


ATOM 


2693 


ATOM 


2694 


ATOM 


2695 


ATOM 


2696 


ATOM 


2697 


ATOM 


2698 


ATOM 


2699 



ATOM 2700 

ATOM 2701 

ATOM 2702 

ATOM 2703 

ATOM 2704 

ATOM 2705 

ATOM 2706 

ATOM 2707 

ATOM 2708 



CB LEU B 135 
CG LEU B 135 
CDl LEU B 135 
CD2 LEU B 135 
H LEU B 135 
N TYR B 136 
CA TYR B 136 
C TYR B 136 
0 TYR B 136 
CB TYR B 136 
CG TYR B 136 
CDl TYR B 136 
CD2 TYR B 136 
CEl TYR B 136 
CE2 TYR B 136 
CZ TYR B 136 
OH TYR B 136 
H TYR B 136 
HH TYR B 136 
N LYS B 137 
CA LYS B 137 
C LYS B 137 
0 LYS B 137 
CB LYS B 137 
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6.481 59.215 -12.461 1.00 5.48 
7.961 58.954 -12.694 1.00 5.48 
8.553 60.056 -13.571 LOO 5.48 
8.749 58.771 -11.408 1.00 5.48 
5.468 56.411 -12.517 1.00 20.00 
3.902 59.841 -11.268 1.00 5.12 
2.670 60.475-11.731 1.00 5.12 
2.647 61.949 -11.422 1.00 5.12 
3.133 62.379 -10.385 1.00 5.12 
1.414 59.795 -11.169 1.00 5.12 
1.462 59.619 -9.671 1.00 5.12 
2.201 58.549 -9.128 1.00 5.12 
0.734 60.509 -8.860 1.00 5.12 
2.150 58.319 -7.745 1.00 5.12 
0.675 60.270 -7.479 1.00 5.12 
1.355 59.160 -6.945 1.00 5.12 
1.232 58.901 -5.596 1.00 5.12 
4.467 60.252 -10.548 1.00 20.00 
1.239 59.729 -5.136 1.00 20.00 
2.064 62.706 -12.363 1.00 11.54 
1.910 64.129-12.070 1.00 11.54 
0.784 64.402 -11.084 1.00 11.54 
-0.262 63.763 -11.129 LOO 1L54 
1.758 64.935 -13.373 1.00 11.54 



wo 98/10070 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 



2709 CG 

2710 CD 

2711 CE 

2712 NZ 

2713 H 

2714 IHZ 

2715 2HZ 

2716 3HZ 



LYS B 137 
LYS B 137 
LYS B 137 
LYS B 137 
LYS B 137 
LYS B 137 
LYS B 137 
T.YS B 137 



2717 N LEU B 138 

2718 CA LEU B 138 

2719 C LEU B 138 

2720 0 LEU B 138 

2721 CB LEU B 138 

2722 CG LEU B 138 

2723 GDI LEU B 138 

2724 CD2 LEU B 138 

2725 OXT LEU B 138 

2726 H LEU B 138 

2727 N ARG C 

2728 CA ARG C 

2729 C ARG C 

2730 0 ARG C 

2731 CB ARG C 

2732 CG ARG C 
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1.835 
1.837 
1.746 
2.007 
1.698 
1.867 
3.010 
1.404 
1.070 
0.042 
-0. 736 
-1.506 
0.688 
1.557 
2.317 
0. 766 
-0. 574 
1.965 
-11.122 
-12.158 
-12.274 
-12.338 
-11.889 
-12.301 



66.448 
67. 348 
68.811 
69. 724 
62.264 - 
70. 705 - 
69.645 - 
69.516 - 
65.368 - 
65.880 
67. 067 
67. 689 
66.242 
65.135 
65.642 
63.865 
67.379 
65.813 
63. 107 
62. 194 
61.039 
61.304 
51.777 
62.841 



13.139 
14.372 
■13.928 
-15. 050 
-13. 184 
-14.740 
-15. 337 
-15.872 
-10. 198 
-9.295 
-9.876 
-9. 144 
-7.949 
-7.341 
-6.121 
-7.029 
-11.062 
-10. 253 
-5. 160 
-5.656 
-4.682 
-3.491 
-7. 105 
-8.119 
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1.00 11.54 
1.00 11.54 
1.00 11.54 
1.00 11.54 
1.00 20.00 
1.00 20.00 
1.00 20.00 
1.00 20.00 
1.00 2.56 
1.00 2.56 
1.00 2.56 
1.00 2.56 
1.00 2.56 
1.00 2.56 
1.00 2.56 
1.00 2.56 
1.00 2.56 
1.00 20.00 
1.00 5.73 
1.00 5.73 
1.00 5.73 
1.00 5.73 
1.00 5.73 
1.00 5.73 



wo 98/10070 



PCT/JP97/02983 



191 



ATOM 


2733 


CD 


ARG C 




-12. 165 


62. 329 


-9. 552 


1.00 5.73 


ATOM 


2734 


NE 


ARG C 




-12. 591 


63.346 


-10.511 


1.00 5.73 


ATOM 


2735 


CZ 


ARG C 




-11.792 


63. 695 


-11.543 


1.00 5.73 


ATOM 


2736 


NHl 


ARG C 




-12.217 


64.618 


-12.404 


1.00 5.73 


ATOM 


2737 


NH2 


ARG C 




-10. 592 


63. 129 


-11.697 


1.00 5.73 


ATOM 


2738 


IH 


ARG C 




-11. 124 


64.006 


-5. 682 


1.00 20.00 


ATOM 


2739 2H 


ARG C 




-11.336 


63. 267 


-4.152 


1.00 20.00 


ATOM 


2740 3H 


ARG C 




-10. 188 


62.653 


-5.231 


1.00 20.00 


ATOM 


2741 


ITT? 

HE 


ARG C 




-13. 500 


63.748 


-10. 389 


1.00 20.00 


ATOM 


2742 


IHHl 


ARG C 




-11.658 


64.901 


-13. 184 


1.00 20.00 


ATOM 






ARG C 




-13.111 


65. 052 


-12.285 


1.00 20.00 


ATOM 


0'7A A 


1UU9 


ARG C 




-9. 999 


63.354 


-12.471 


1.00 20.00 


ATOM 


2745 


2HH2 


ARG C 




-10. 245 


62.467 


-11.031 


1.00 20.00 


ATOM 


2746 


N 


LYS C 


2 


-12.286 


59. 794 


-5. 199 


1.00 19.49 


ATOM 


2747 


CA 


LYS C 


2 


-12.453 


58. 651 


-4. 301 


1.00 19.49 


ATOM 


2748 


C 


LYS C 


2 


-11.210 


58.413 


-3. 504 


1.00 19.49 


ATOM 


2749 


0 


LYS C 


2 


-10. 120 


58.321 


-4.054 


1.00 19.49 


ATOM 


2750 


CB 


LYS C 


2 


-12.747 


57. 342 


-5. 032 


1.00 19.49 


ATOM 


2751 


CG 


LYS C 


2 


-14. 079 


57. 283 


-5.763 


1.00 19.49 


ATOM 


2752 


CD 


LYS C 


2 


-14.062 


58. 092 


-7. 045 


1.00 19.49 


ATOM 


2753 


CE 


LYS C 


2 


-15. 357 


57.915 


-7. 789 


1.00 19.49 


ATOM 


2754 


NZ 


LYS C 


2 


-16.406 


58.884 


-7.450 


1.00 19.49 


ATOM 


2755 


H 


LYS C 


2 


=12. 075 


59. 589 


-6. 151 


1.00 20.00 


ATOM 


2756 


IHZ 


LYS C 


2 


-17. 050 


58. 874 


-8. 282 


1.00 20.00 



wo 98/10070 

ATOM 2757 2HZ LYS C 2 

ATOM 2758 3HZ LYS C 2 

ATOM 2759 N VAL C 3 

ATOM 2760 CA VAL C 3 

ATOM 2761 C VAL C 3 

ATOM 2762 0 VAL C 3 

ATOM 2763 CB VAL C 3 

ATOM 97fi/i rr.i VAT r. 
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ATOM 2765 CG2 VAL C 3 

ATOM 2766 H VAL C 3 

ATOM 2767 N ALA C 4 

ATOM 2768 CA ALA C 4 

ATOM 2769 C ALA C 4 

ATOM 2770 0 ALA C 4 

ATOM 2771 CB ALA C 4 

ATOM 2772 H ALA C 4 

ATOM 2773 N HIS C 5 

ATOM 2774 CA HIS C 5 

ATOM 2775 C HIS C 5 

ATOM 2776 0 HIS C 5 

ATOM 2777 CB HIS C 5 

ATOM 2778 CG HIS C 5 

ATOM 2779 NDl HIS C 5 

ATOM 2780 CD2 HIS C 5 



-16.899 58.602 -6.579 1.00 20.00 
-16.014 59.840 -7.355 1.00 20.00 
-11.437 58.360 -2.191 1.00 4.59 
-10.328 58.169 -1.270 1.00 4.59 
-10.810 57.210 -0.203 1.00 4.59 
-11.995 57.162 0.117 1.00 4.59 
-9.876 59.524 -0.679 1.00 4.59 
-8.749 59.403 0.351 1.00 4.59 
-9.443 60.490 -1.784 1.00 4.59 
-12.366 58.386 -1.821 1.00 20.00 
-9.833 56.450 0.299 1.00 5.22 
-10.047 55.588 1.445 1.00 5.22 
-8.759 55.575 2.228 1.00 5.22 
-7.677 55.614 1.655 1.00 5.22 
-10.359 54.160 0.998 1.00 5.22 
-8.902 56.534 -0.066 1.00 20.00 
-8.926 55.512 3.548 1.00 4.76 
-7.770 55.262 4.404 1.00 4.76 
-8.312 54.515 5.584 1.00 4.76 
-9.121 55.092 6.283 1.00 4.76 
-7.137 56.578 4.880 1.00 4.76 
-5.938 56.284 5.753 1.00 4.76 
-4.695 56.176 5.267 1.00 4.76 
-5.902 56.052 7.133 1.00 4.76 



wo 98/10070 



ATOM 


2781 


CEl HIS C 


5 


ATOM 


2782 


NE2 HIS C 


5 


ATOM 


2783 


H 


HIS C 


5 


ATOM 


2784 


HDl HIS C 


5 


ATOM 


2785 


N 


LEU C 


6 


ATOM 


2786 


CA 


LEU C 


6 


ATOM 


2787 


C 


LEU C 


6 


ATOM 


2788 


0 


LEU C 


6 


ATOM 


2789 


CB 


LEU C 


6 


ATOM 


2790 


CO 


LEU C 


6 


ATOM 


2791 


CDl LEU C 


6 


ATOM 


2792 


CD2 LEU C 


6 


ATOM 


2793 


H 


LEU C 


6 


ATOM 


2794 


N 


THR C 


7 


ATOM 


2795 


CA 


THR C 


7 


ATOM 


2796 


C 


THR C 


7 


ATOM 


2797 


0 


THR C 


7 


ATOM 


2798 


CB 


TOR C 


7 


ATOM 


2799 


OGl TOR C 


7 


ATOM 


2800 


CG2 TOR C 


7 


ATOM 


2801 


H 


TOR C 


7 


ATOM 


2802 


HGl TOR C 


7 


ATOM 


2803 


N 


GLY C 


8 


ATOM 


2804 


CA 


GLY C 


8 
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-3. 881 55. 876 
-4.616 55.799 
-9.845 55.588 
-4.439 56.295 
-7.889 53.257 
-8.469 52.397 
-7.439 51.931 
-6.284 51.752 
-9.028 51.122 
-10.064 51.332 
-10.532 49.982 
-11.226 52.191 
-7.203 52.882 
-7.908 51.695 
-6.966 51.140 
-7.318 49.722 
-8.439 49.261 
-6. 867 52. 062 
-8.176 52.445 
-6.030 53.305 
-8.866 51.841 
-8. 091 52. 724 
-6.290 49.040 
-6. 531 47. 675 
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6.322 1.00 4.76 
7.469 1.00 4.76 
3.945 1.00 20.00 
4.327 1.00 20.00 
5.746 1.00 6.04 
6.777 1.00 6.04 
7.762 1.00 6.04 
7.403 1.00 6.04 
6.176 1.00 6.04 
5.095 1.00 6.04 
4.586 1.00 6.04 
5.575 1.00 6.04 
5.126 1.00 20.00 
8.993 1.00 3.03 
9.959 1.00 3.03 
10.363 1.00 3.03 
10.178 1.00 3.03 
11.173 1.00 3.03 
11.612 1.00 3.03 
10.859 1.00 3.03 
9.252 1.00 20.00 
12.514 1.00 20.00 
10.898 1.00 3.29 
11.365 1.00 3.29 
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ATOM 2805 C GLY C 8 

ATOM 2806 0 GLY C 8 

ATOM 2807 H GLY C 8 

ATOM 2808 N LYS C 9 

ATOM 2809 CA LYS C 9 

ATOM 2810 C LYS C 9 

ATOM 2811 0 LYS C 9 

ATOM 2812 CB LYS C 9 

ATOM 2813 CG LYS C 9 

ATOM 2814 CD LYS C 9 

ATOM 2815 CE LYS C 9 

ATOM 2816 NZ LYS C 9 

ATOM 2817 H LYS C 9 

ATOM 2818 IHZ LYS C 9 

ATOM 2819 2HZ LYS C 9 

ATOM 2820 3HZ LYS C 9 

ATOM 2821 N SER C 10 

ATOM 2822 CA SER C 10 

ATOM 2823 C SER C 10 

ATOM 2824 0 SER C 10 
ATOM 2825 CB SER C 10 
ATOM 2826 OG SER C 10 
ATOM 2827 H SER C 10 
ATOM 2828 HG SER C 10 



-7.155 47.598 12.747 1.00 3.29 
-6.839 48.372 13.644 1.00 3.29 
-5.388 49.475 10.962 1.00 20.00 
-8.054 46.609 12.887 1.00 6.71 
-8.724 46.455 14.179 1.00 6.71 
-7.858 45.990 15.333 1.00 6.71 
-7.574 44.810 15.502 1.00 6.71 
-9=923 45.517 14.099 1.00 6.71 
-11.065 46.024 13.232 1.00 6.71 
-12.326 45.188 13.433 1.00 6.71 
-13.508 45.733 12.633 1.00 6.71 
-14.572 44.722 12.583 1.00 6.71 
-8.285 46.041 12.094 1.00 20.00 
-15.268 44.980 11.857 1.00 20.00 
-14.168 43.814 12.239 1.00 20.00 
-15.015 44.575 13.506 1.00 20.00 
-7.530 46.982 16.177 1.00 13.61 
-6.930 46.711 17.490 1.00 13.61 
-7.500 45.534 18.260 1.00 13.61 
-6.811 44.625 18.709 1.00 13.61 
-7.009 47.953 18.372 1.00 13.61 
-6.617 49.092 17.609 1.00 13.61 
-7.560 47.914 15.805 1.00 20.00 
-6.513 49.803 18.230 1.00 20.00 



wo 98/10070 



ATOM 


2829 


N 


ASN C 


11 


ATOM 


2830 


CA 


ASN C 


11 


ATOM 


2831 


C 


ASN C 


11 


ATOM 


2832 


0 


ASN C 


11 


ATOM 


2833 


CB 


ASN C 


11 


ATOM 


2834 


CG 


ASN C 


11 


ATOM 


2835 


ODl 


ASN C 


11 


ATOM 


2836 


ND2 ASN C 


11 


ATOM 


2837 


H 


ASN C 


11 


ATOM 


2838 1HD2 ASN C 


11 


ATOM 


2839 2HD2 ASN C 


11 


ATOM 


2840 


N 


SER C 


12 


ATOM 


2841 


CA 


SER C 


12 


ATOM 


2842 


C 


SER C 


12 


ATOM 


2843 


0 


SER C 


12 


ATOM 


2844 


CB 


SER C 


12 


ATOM 


2845 


OG 


SER C 


12 


ATOM 


2846 


H 


SER C 


12 


ATOM 


2847 


HG 


SER C 


12 


ATOM 


2848 


N 


ARG C 


13 


ATOM 


2849 


CA 


ARG C 


13 


ATOM 


2850 


C 


ARG C 


13 


ATOM 


2851 


0 


ARG C 


13 


ATOM 


2852 


CB 


ARG C 


13 
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-8.831 45.583 18.399 1.00 8.64 
-9.426 44.390 18.989 1.00 8.64 
-10.069 43.481 17.969 1.00 8.64 
-11.272 43.259 17.930 1.00 8.64 
-10.342 44.728 20.173 1.00 8.64 
-9.562 45.112 21.433 1.00 8.64 
-10.138 45.560 22.414 1.00 8.64 
-8.230 44.922 21.405 1.00 8.64 
-9.369 46.347 18.044 1.00 20.00 
-7.694 44.571 20.632 1.00 20.00 
-7.746 45.163 22.245 1.00 20.00 
-9.167 42.939 17.144 1.00 14.76 
-9.586 41.802 16.339 1.00 14.76 
-8.904 40.563 16.865 1.00 14.76 
-7.930 40.637 17.606 1.00 14.76 
-9.272 42.024 14.859 1.00 14.76 
-10.060 41.134 14.062 1.00 14.76 
-8.198 43.194 17.191 1.00 20.00 
-10.101 41.522 13.194 1.00 20.00 
-9.465 39.409 16.476 1.00 14.62 
-8.762 38.197 16.886 1.00 14.62 
-7.415 38.113 16.185 1.00 14.62 
-7.237 38.658 15.107 1.00 14.62 
-9.649 36.969 16.634 1.00 14.62 



wo 98/10070 

ATOM 2853 CG ARG C 13 

ATOM 2854 CD ARG C 13 

ATOM 2855 NE ARG C 13 

ATOM 2856 CZ ARG C 13 

ATOM 2857 NHl ARG C 13 

ATOM 2858 NH2 ARG C 13 

ATOM 2859 H ARG C 13 
ATTk*! Open ui? Apr. r 1 ^ 

ATOM 2861 IHHl ARG C 13 

ATOM 2862 2HH1 ARG C 13 

ATOM 2863 1HH2 ARG C 13 

ATOM 2864 2HH2 ARG C 13 

ATOM 2865 N SER C 14 

ATOM 2866 CA SER C 14 

ATOM 2867 C SER C 14 

ATOM 2868 0 SER C 14 

ATOM 2869 CB SER C 14 

ATOM 2870 OG SER C 14 

ATOM 2871 H SER C 14 

ATOM 2872 HG SER C 14 

ATOM 2873 N MET C 15 

ATOM 2874 CA MET C 15 

ATOM 2875 C MET C 15 

ATOM 2876 0 MET C 15 
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-10.958 37.042 17.429 1.00 14.62 
-11.796 35.761 17.346 1.00 14.62 
-12.945 35.813 18.255 1.00 14.62 
-12.821 35.476 19.560 1.00 14.62 
-13.868 35.600 20.373 1.00 14.62 
-11.660 35.027 20.039 1.00 14.62 
-10.181 39.450 15.778 1.00 20.00 
-1.3.809 36.153 17.881 1.00 20.00 
-13.804 35.371 21.344 1.00 20.00 
-14.745 35.930 20.022 1.00 20.00 
-11.538 34.791 21.003 1.00 20.00 
-10.881 34.919 19.423 1.00 20.00 
-6.474 37.379 16.812 1.00 5.58 
-5.119 37.234 16.246 1.00 5.58 
-5.031 36.662 14.863 1.00 5.58 
-4.028 36.618 14.167 1.00 5.58 
-4.293 36.320 17.124 1.00 5.58 
-4.659 36.531 18.486 1.00 5.58 
-6.642 36.896 17.668 1.00 20.00 
-3.837 36.636 18.947 1.00 20.00 
-6.184 36.171 14.535 1.00 11.01 
-6.374 35.586 13.259 1.00 11.01 
-6.693 36.528 12.088 1.00 11.01 
-5.846 36.537 11.212 1.00 11.01 
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ATOM 


2877 


CB 


MET C 


15 


-7.437 


34.564 


13.481 


1.00 11.01 


ATOM 


2878 


CG 


MET C 


15 


-7.404 


33.532 


14.569 


1.00 11.01 


ATOM 


2879 


SD 


MET C 


15 


-8. 931 


32. 670 


14.158 


1.00 11.01 


ATOM 


2880 


CE 


MET C 


15 


-9. 999 


33. 725 


13.122 


1.00 11.01 


ATOM 


2881 


H 


MET C 


15 


-6. 889 


36. 187 


15.229 


1.00 20.00 


ATOM 


2882 


N 


PRO C 


16 


-7. 852 


37. 294 


11.986 


1.00 6.76 


ATOM 


2883 


CA 


PRO C 


16 


-7. 930 


38. 151 


10. 789 


1.00 6.76 


ATOM 


2884 


c 


PRO C 


16 


-7. 180 


39.476 


10. 950 


1.00 6.76 


ATOM 


2885 


0 


PRO C 


16 


-6. 989 


40.010 


12.036 


1.00 6.76 


ATOM 


2886 


CB 


PRO C 


16 


-9. 435 


38. 379 


10. 638 


1.00 6.76 


ATOM 


2887 


CG 


PRO C 


16 


-9. 925 


38.490 


12.082 


1.00 6.76 


ATOM 


2888 


CD 


PRO C 


16 


-9. 037 


37.494 


12.840 


1.00 6.76 


ATOM 


2889 


N 


LEU C 


17 


-6. 817 


40.019 


9.779 


1.00 6.37 


ATOM 


2890 


CA 


LEU C 


17 


-6. 599 


41.462 


9.727 


1.00 6.37 


ATOM 


2891 


C 


LEU C 


17 


-7. 895 


42. 076 


9.257 


1.00 6.37 


ATOM 


2892 


0 


LEU C 


17 


-8. 391 


41.740 


8.191 


1.00 6.37 


ATOM 


2893 


CB 


LEU C 


17 


-5.479 


41.803 


8.742 


1.00 6.37 


ATOM 


2894 


CG 


LEU C 


17 


-5. 026 


43. 267 


8.733 


1.00 6.37 


ATOM 


2895 


CD] 


[ LEU C 


17 


-4.530 


43.745 


10. 102 


1.00 6.37 


ATOM 


2896 


CD2 LEU C 


17 


-3. 983 


43.501 


7.639 


1.00 6.37 


ATOM 


2897 


H 


LEU C 


. 17 


-6.948 


39.513 


8.930 


1.00 20.00 


ATOM 


2898 


N 


GLU C 


18 


-8. 445 


42.951 


10. 101 


1.00 14.08 


ATOM 


2899 


CA 


GLU C 


18 


-9. 702 


43.528 


9.645 


1.00 14.08 


ATOM 


2900 


C 


GLU C 


18 


-9. 574 


45. 029 


9.569 


1.00 14.08 
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ATOM 2901 0 GLU C 18 

ATOM 2902 CB GLU C 18 

ATOM 2903 CG GLU C 18 

ATOM 2904 CD GLU C 18 

ATOM 2905 OEl GLU C 18 

ATOM 2906 0E2 GLU C 18 

ATOM 2907 H GLU C 18 

ATOM 2908 N TRP C 19 

ATOM 2909 CA TRP C 19 

ATOM 2910 C TRP C 19 

ATOM 2911 0 TRP C 19 

ATOM 2912 CB TRP C 19 

ATOM 2913 CG TRP C 19 

ATOM 2914 CDl TRP C 19 

ATOM 2915 CD2 TRP C 19 

ATOM 2916 NEl TRP C 19 

ATOM 2917 CE2 TRP C 19 

ATOM 2918 CE3 TRP C 19 

ATOM 2919 CZ2 TRP C 19 

ATOM 2920 CZ3 TRP C 19 

ATOM 2921 CH2 TRP C 19 

ATOM 2922 H TRP C 19 

ATOM 2923 HEl TRP C 19 

ATOM 2924 N GLU C 20 
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-8.831 45.628 
10.847 43.100 
12.185 42.922 
13.334 42.810 
■13.140 42.401 
-14.450 43.208 
-8.002 43.255 
-10. 296 45. 601 
-10.197 4 7.049 
-11.343 47.773 
-12. 379 47. 189 
-10.106 47.441 
-8. 853 46. 885 
-8.795 45.941 
-7.474 47.195 
-7.507 45.654 
-6. 655 46. 395 
-6.866 48.054 
-5.247 46.481 
-5.459 48.130 
-4.653 47.342 
-10.942 45.070 
-7.222 45.005 
-11.103 49.074 
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10.338 1.00 14.08 
10.561 1.00 14.08 
9.829 1.00 14.08 
10.818 1.00 14.08 
11.960 1.00 14.08 
10.492 1.00 14.08 
10.944 1.00 20.00 
8.598 1.00 6.20 
8.465 1.00 6.20 
9.141 1.00 6.20 
9.439 1.00 6.20 
6.991 1.00 6.20 
6.352 1.00 6.20 
5.314 1.00 6.20 
6.660 1.00 6.20 
4.982 1.00 6.20 
5.794 1.00 6.20 
7.601 1.00 6.20 
5.878 1.00 6.20 
7.676 1.00 6.20 
6.824 1.00 6.20 
8.052 1.00 20.00 
4.305 1.00 20.00 
9.364 1.00 5.13 



-wo 98/10070 

ATOM 2925 CA GUI C 20 

ATOM 2926 C GLU C 20 

ATOM 2927 0 GLU C 20 

ATOM 2928 CB GLU C 20 

ATOM 2929 CG GLU C 20 

ATOM 2930 CD GLU C 20 

ATOM 2931 OEl GLU C 20 

ATOM 2932 0E2 GLU C 20 

ATOM 2933 H GLU C 20 

ATOM 2934 N ASP C 21 

ATOM 2935 CA ASP C 21 

ATOM 2936 C ASP C 21 

ATOM 2937 0 ASP C 21 

ATOM 2938 CB ASP C 21 

ATOM 2939 CG ASP C 21 

ATOM 2940 ODl ASP C 21 

ATOM 2941 0D2 ASP C 21 

ATOM 2942 H ASP C 21 

ATOM 2943 N THR C 22 

ATOM 2944 CA THR C 22 

ATOM 2945 C THR C 22 

ATOM 2946 0 THR C 22 

ATOM 2947 CB THR C 22 

ATOM 2948 OGl TOR C 22 
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-12.119 49.871 10.042 1.00 5.13 
-12.285 51.257 9.464 1.00 5.13 
-11.330 51.830 8.954 1.00 5.13 
-11.781 49.982 11.524 1.00 5.13 
-12.881 49.370 12.390 1.00 5.13 
-12.543 49.511 13.862 1.00 5.13 
-12.218 50.617 14.289 1.00 5.13 
-12.620 48.516 14.582 1.00 5.13 
-10.183 49.447 9.224 1.00 20.00 
-13.538 51.745 9.612 1.00 13.73 
-13.925 53.060 9.089 1.00 13.73 
-14.013 54.183 10.109 1.00 13.73 
-13.694 55.339 9.855 1.00 13.73 
-15.246 53.010 8.312 1.00 13.73 
-15.275 51.896 7.282 1.00 13.73 
-16.364 51.402 7.002 1.00 13.73 
-14.223 51.517 6.768 1.00 13.73 
-14.244 51.127 9.948 1.00 20.00 
-14.467 53.815 11.308 1.00 11.65 
-14.684 54.918 12.238 1.00 11.65 
-13.502 55.223 13.145 1.00 11.65 
-13.506 55.015 14.351 1.00 11.65 
-16.006 54.707 12.979 1.00 IL 65 
-17.011 54.362 12.015 1.00 11.65 



wo 98/10070 

ATOM 2949 CG2 TOR C 22 

ATOM 2950 H TOR C 22 

ATOM 2951 HGl THR C 22 

ATOM 2952 N TYR C 23 

ATOM 2953 CA TYR C 23 

ATOM 2954 C TYR C 23 

ATOM 2955 0 TYR C 23 

ATftt* OQCC PR TVD r 9*^ 

muni ui/Kjv v/u \^ 

ATOM 2957 CG TYR C 23 

ATOM 2958 CDl TYR C 23 

ATOM 2959 CD2 TYR C 23 

ATOM 2960 CEl TYR C 23 

ATOM 2961 CE2 TYR C 23 

ATOM 2962 CZ TYR C 23 

ATOM 2963 OH TYR C 23 

ATOM 2964 H TYR C 23 

ATOM 2965 HH TYR C 23 

ATOM 2966 N GLY C 24 

ATOM 2967 CA GLY C 24 

ATOM 2968 C GLY C 24 

ATOM 2969 0 GLY C 24 

kVM 2970 H GLY C 24 

ATOM 2971 N ILE C 25 

ATOM 2972 CA ILE C 25 
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-16.454 55.936 13.781 1.00 11.65 
-14.702 52.870 11.523 1.00 20.00 
-17.830 54.261 12.480 1.00 20.00 
-12.472 55.754 12.473 1.00 6.57 
-11.280 56.165 13.207 1.00 6.57 
-10.882 57.564 12.776 1.00 6.57 
-11.265 58.019 11.707 1.00 6.57 
-10.164 55.122 13.006 1.00 6.57 
-8.920 55.433 13,811 1.00 6.57 
-7.789 55.957 13.149 1.00 6.57 
-8.927 55.200 15.201 1.00 6.57 
-6.647 56.277 13.901 1.00 6.57 
-7.782 55.514 15.951 1.00 6.57 
-6.660 56.057 15.293 1.00 6.57 
-5.540 56.393 16.025 1.00 6.57 
-12.573 55.927 11.487 1.00 20.00 
-5.604 56.042 16.904 1.00 20.00 
-10.108 58.222 13.667 1.00 5.63 
-9.714 59.625 13.501 1.00 5.63 
-9.473 60.080 12.077 1.00 5.63 
-10.171 60.934 11.543 1.00 5.63 
-9.854 57.735 14.501 1.00 20.00 
-8.454 59.456 11.464 1.00 5.38 
-8.434 59.750 10.041 1.00 5.38 
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ATOM 


2973 


C 


ILE C 


25 


ATOM 


2974 


0 


ILE C 


25 


ATOM 


2975 


CB 


ILE C 


25 


ATOM 


2976 


CGI 


ILE C 


25 


ATOM 


2977 


CG2 


ILE C 


25 


ATOM 


2978 


CDl 


ILE C 


25 


ATOM 


2979 


H 


ILE C 


25 


ATOM 


2980 


N 


VAL C 


26 


ATOM 


2981 


CA 


VAL C 


26 


ATOM 


2982 


C 


VAL C 


26 


ATOM 


2983 


0 


VAL C 


26 


ATOM 


2984 


CB 


VAL C 


26 


ATOM 


2985 


CGI VAL C 


26 


ATOM 


2986 


CG2 VAL C 


26 


ATOM 


2987 


H 


VAL C 


26 


ATOM 


2988 


N 


LEU C 


27 


ATOM 


2989 


CA 


LEU C 


27 


ATOM 


2990 


C 


LEU C 


27 


ATOM 


2991 


0 


LEU C 


27 


ATOM 


2992 


CB 


LEU C 


27 


ATOM 


2993 


CG 


LEU C 


27 



ATOM 2994 CDl LEU C 27 
ATOM 2995 CD2 LEU C 27 
ATOM 2996 H LEU C 27 
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-8.615 58.538 
-7.74 1 58.094 
-7. 254 60. 623 
-6.921 61.660 
-7.670 61.298 
-5.541 62.297 
-7. 838 58. 799 
-9. 849 58. 042 
-10.267 57.013 
-11.447 57.485 
-12.430 58.020 
-10.539 55.710 
-11.229 54.705 
-9.233 55.113 
-10. 506 58. 396 
-11.244 57.327 
-12.194 57.944 
-12. 657 57. 046 
-12. 047 56. 030 
-11.602 59.160 
-10. 839 59. 981 
-9.551 60.492 
-11.756 60.922 
-10.422 56.842 
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9.161 1.00 5.38 
8.430 1.00 5.38 
9.618 1.00 5.38 
10.699 1.00 5.38 
8.310 1.00 5.38 
10.587 1.00 5.38 
11.901 1.00 20.00 
9.273 1.00 4.68 
8.342 1.00 4.68 
7.520 1.00 4.68 
8.017 1.00 4.68 
9.086 1.00 4.68 
8.186 1.00 4.68 
9.605 1.00 4.68 
9.945 1.00 20.00 
6.202 1.00 5.09 
5.282 1.00 5.09 
4.182 1.00 5.09 
3.863 1.00 5.09 
4.596 1.00 5.09 
5.603 1.00 5.09 
4.968 1.00 5.09 
6.397 1.00 5.09 
5.903 1.00 20.00 




wo 98/10070 PCT/JP97/02983 

202 



ATOM 


2997 


N 


LEU C 


28 


-13. 754 


57. 566 


3.606 


1.00 7.30 


ATOM 


2998 


CA 


LEU C 


28 


-14.469 


56. 924 


2.525 


1.00 7.30 


ATOM 


2999 


C 


LEU C 


28 


-15. 080 


57.978 


1.618 


1.00 7.30 


ATOM 


3000 


0 


LEU C 


28 


-15. 783 


58.861 


2.091 


1.00 7.30 


ATOM 


3001 


CB 


LEU C 


28 


-15. 574 


56.077 


3.156 


1.00 7.30 


ATOM 


3002 


CG 


LEU C 


28 


-16.415 


55.343 


2.124 


1.00 7.30 


ATOM 


3003 


CDl LEU C 


28 


-15.498 


54.547 


1.215 


1.00 7.30 


ATOM 




CD2 


LEU C 


28 


-17.526 


54.498 


2.745 


1.00 7.30 


ATOM 


3005 


H 


LEU C 


28 


-14.169 


58. 398 


3.975 


1.00 20.00 


ATOM 


3006 


N 


SER C 


29 


-14.830 


57. 802 


0.310 


1.00 16.57 


ATOM 


3007 


CA 


SER C 


29 


-15. 560 


58.618 


-0. 661 


1.00 16.57 


ATOM 


3008 


C 


SER C 


29 


-15. 927 


57.838 


-1.909 


1.00 16.57 


ATOM 


3009 


0 


SER C 


29 


-15. 149 


57.761 


-2.849 


1.00 16.57 


ATOM 


3010 


CB 


SER C 


29 


-14. 747 


59. 853 


-1.060 


1.00 16.57 


ATOM 


3011 


OG 


SER C 


29 


-14.301 


60. 551 


0.105 


1.00 16.57 


ATOM 


3012 


H 


SER C 


29 


-14.073 


57.193 


0.058 


1.00 20.00 


ATOM 


3013 


HG 


SER C 


29 


-13. 788 


61.289 


-0.191 


1.00 20.00 


ATOM 


3014 


N 


GLY C 


30 


-17. 133 


57.242 


-1.899 


1.00 4.20 


ATOM 


3015 


CA 


GLY C 


30 


-17.540 


56.505 


-3. 103 


1.00 4.20 


ATOM 


3016 


C 


GLY C 


30 


-17.068 


55. 057 


-3. 192 


1.00 4.20 


ATOM 


3017 


0 


GLY C 


30 


-17.661 


54.210 


-3. 845 


1.00 4.20 


ATOM 


3018 


H 


GLY C 


30 


-17.718 


57.271 


-1.087 


1.00 20.00 


ATOM 


3019 


N 


VAL C 


31 


-15.951 


54.797 


-2.483 


1.00 3.10 


ATOM 


3O20 


CA VAL C 


31 


-15.540 


53.404 


-2.331 


1.00 3.10 
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ATOM 


3021 


C 


VAL C 


31 


-16. 559 


52.715 


-1.420 


1.00 3.10 


ATOM 


3022 


0 


VAL C 


31 


-17. 358 


53.381 


-0. 772 


1.00 3.10 


ATOM 


3023 


CB 


VAL C 


31 


-14.095 


53.422 


-1.769 


1.00 3.10 


ATOM 


3024 


CGI VAL C 


31 


-13.457 


52.056 


-1.499 


1.00 3.10 


ATOM 


3025 


CG2 VAL C 


31 


-13. 194 


54.261 


-2. 679 


1.00 3.10 


ATOM 


3026 


H 


VAL C 


31 


-15. 577 


55-509 


-1.903 


1.00 20.00 


ATOM 


3027 


N 


LYS C 


32 


-16. 526 


51.382 


-1.382 


1.00 18.46 


ATOM 


3028 


PA 


LYS C 


32 


-17.316 


50. 776 


-0.318 


1.00 18.46 


ATOM 


3029 


c 


LYS C 


32 


-16.521 


49.683 


0.344 


1.00 18.46 


ATOM 


3030 


0 


LYS C 


32 


-15. 732 


49. 009 


-0. 303 


1.00 18.46 


ATOM 


3031 


CB 


LYS C 


32 


-18. 653 


50. 264 


-0. 861 


1.00 18.46 


ATOM 


3032 


CG 


LYS C 


32 


-19.634 


49. 808 


0.224 


1.00 18.46 


ATOM 


3033 


CD 


LYS C 


32 


-20. 977 


49.373 


-0. 353 


1.00 18.46 


ATOM 


3034 


CE 


LYS C 


32 


-20. 842 


48. 234 


-1.360 


1.00 18.46 


ATOM 


3035 


NZ 


LYS C 


32 


-22. 165 


47.978 


-1.939 


1.00 18.46 


ATOM 


3036 


H 


LYS C 


32 


-15.934 


50. 855 


-1.996 


1.00 20.00 


ATOM 


3037 


IHZ 


LYS C 


32 


-22. 091 


47.237 


-2.663 


1.00 20.00 


ATOM 


3038 2HZ 


LYS C 


32 


-22.819 


47.681 


-1.186 


1.00 20.00 


ATOM 


3039 3HZ 


LYS C 


32 


-22. 516 


48. 855 


-2.374 


1.00 20.00 


ATOM 


3040 


N 


TYR C 


33 


-16. 750 


49. 537 


1.652 


1.00 6.60 


ATOM 


3041 


CA 


TYR C 


33 


-16. 085 


48.415 


2.297 


1.00 6.60 


ATOM 


3042 


C 


TYR C 


33 


-17.008 


47. 232 


2.352 


1.00 6.60 


ATOM 


3043 


0 


TYR C 


33 


-18.202 


47. 359 


2.600 


1.00 6.60 


ATOM 


3044 


CB 


TYR C 


33 


-15.590 


48.819 


3.685 


1.00 6.60 
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ATOM 3045 CG TYR C 33 
ATOM 3046 CDl TYR C 33 
ATOM 3047 CD2 TYR C 33 
ATOM 3048 CEl TYR C 33 
ATOM 3049 CE2 TYR C 33 
ATOM 3050 CZ TYR C 33 
ATOM 3051 OH TYR C 33 
ATOM 3052 K TYR C 33 
ATOM 3053 HH TYR C 33 
ATOM 3054 N LYS C 34 
ATOM 3055 CA LYS C 34 
ATOM 3056 C LYS C 34 
ATOM 3057 0 LYS C 34 
ATOM 3058 CB LYS C 34 
ATOM 3059 CG LYS C 34 
ATOM 3060 CD LYS C 34 
ATOM 3061 CE LYS C 34 
ATOM 3062 NZ LYS C 34 
ATOM 3063 H LYS C 34 
ATOM 3064 IHZ LYS C 34 
ATOM 3065 2HZ LYS C 34 
ATOM 3066 3HZ LYS C 34 
ATOM 3067 N LYS C 35 
ATOM 3068 CA LYS C 35 
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-14.855 50.126 3.535 1.00 6.60 
-15.445 51.301 4.037 1.00 6.60 
-13.623 50.139 2.857 1.00 6.60 
-14.780 52.522 3.855 1.00 6.60 
-12.980 51.364 2.640 1.00 6.60 
-13.568 52.536 3.138 1.00 6.60 
-12.933 53.732 2.886 1.00 6.60 
_17.413 50.092 2.154 1.00 20.00 
-12.187 53.844 3.467 1.00 20.00 
-16.411 46.075 2.067 1.00 11.73 
-17.262 44.901 2.159 1.00 11.73 
-16.705 43.878 3.137 1.00 11.73 
-16.525 44.178 4.310 1.00 11.73 
-17.587 44.396 0.747 1.00 11.73 
-18.886 43.591 0.707 1.00 11.73 
-19.229 43.105 -0.697 1.00 11.73 
-20.485 42.237 -0.693 1.00 11.73 
-20.821 41.872 -2.075 1.00 11.73 
-15.450 46.067 1.778 1.00 20.00 
-21.636 41.226 -2.078 1.00 20.00 
-21.060 42.734 -2.605 1.00 20.00 
-20.004 41.413 -2.526 1.00 20.00 
-16.406 42.665 2.640 1.00 6.70 
-15.822 41.689 3.557 1.00 6.70 
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ATOM 


3069 


C 


LYS C 


35 


ATOM 


3070 


0 


LYS C 


35 


ATOM 


3071 


CB 


LYS C 


35 


ATOM 


3072 


CG 


LYS C 


35 


ATOM 


3073 


CD 


LYS C 


35 


ATOM 


3074 


CE 


LYS C 


35 


ATOM 


3075 


NZ 


LYS C 


35 


ATQM 

A * * V/4f * 


3076 


H 


LYS C 


35 


ATOM 


3077 


IHZ 


LYS C 


35 


ATOM 


3078 2HZ 


LYS C 


35 


ATOM 


3079 3HZ 


LYS C 


35 


ATOM 


3080 


N 


GLY C 


36 


ATOM 


3081 


CA 


GLY C 


36 


ATOM 


3082 


C 


GLY C 


36 


ATOM 


3083 


0 


GLY C 


36 


ATOM 


3084 


H 


GLY C 


36 


ATOM 


3085 


N 


GLY C 


37 


ATOM 


3086 


CA 


GLY C 


37 


ATOM 


3087 


C 


GLY C 


37 


ATOM 


3088 


0 


GLY C 


37 


ATOM 


3089 


H 


GLY C 


37 


ATOM 


3090 


N 


LEU C 


38 



ATOM 3091 CA LEU C 38 
ATOM 3092 C LEU C 38 
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14.321 41.878 
13.521 41.110 
16.175 40.276 
■17.685 40.034 
18.011 38.676 
-19.513 38.403 
-19.727 37.118 
-16.468 42.447 
-20.743 36.895 
-19.362 37.178 
-19.217 36.370 
-13.989 42.981 
-12.577 43.326 
-11.851 43.783 
-10.642 43.652 
-14.727 43.549 
-12.652 44.331 
-12.034 44.710 
-12.679 45.921 
-13.788 46.300 
-13.628 44.459 
-11.915 46.515 
-12.392 47.771 
-13.036 47.562 
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3.697 1.00 6.70 
3.184 1.00 6.70 
3.087 LOO 6.70 
2.995 1.00 6.70 
2.372 1.00 6.70 
2.282 1.00 6.70 
1.600 1.00 6.70 
1.669 1.00 20.00 
1.580 1.00 20.00 
0.628 1.00 20.00 
2.112 1.00 20.00 
4.392 1.00 3.55 
4.576 1.00 3.55 
3.317 1.00 3.55 
3.185 1.00 3.55 
4.767 1.00 20.00 
2.388 1.00 4.03 
1.123 1.00 4.03 
0.506 1.00 4.03 
0.872 1.00 4.03 
2.543 1.00 20.00 
-0.425 1.00 5.45 
-1.003 1.00 5.45 
-2.349 1.00 5.45 



wo 98/10070 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 

Kim 

ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
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3093 0 LEU C 38 -12.464 46.930 -3.222 

3094 CB LEU C 38 -11.280 48.813 -1.199 

3095 CG LEU C 38 -10.282 49.055 -0.062 

3096 CDl LEU C 38 -9.653 50.439 -0.174 

3097 CD2 LEU C 38 -10.857 48.872 1.331 

3098 H LEU C 38 -11.052 46.088 -0.705 

3099 N VALC 39 -14.234 48.139 -2.483 

3100 CA VALC 39 -14.872 48.161 -3.798 

3101 C VAL C 39 -14.585 49.475 -4.500 

3102 0 VAL C 39 -14.854 50.545 -3.963 

3103 CB VALC 39 -16.392 47.973 -3.676 

3104 CGI VAL C 39 -17.034 4 7.749 -5.049 

3105 CG2 VAL C 39 -16.763 46.864 -2.691 

3106 H VALC 39 -14.628 48.615 -1.697 

3107 N ILE C 40 -14.035 49.356 -5.717 

3108 CA ILE C 40 -13.733 50.589 -6.445 

3109 C ILEC 40 -14.933 51.146 -7.206 

3110 0 ILEC 40 -15.637 50.454 -7.931 

3111 CB ILEC 40 -12.482 50.404 -7.334 

3112 CGI ILE C 40 -11.224 50.269 -6.468 

3113 CG2 ILE C 40 -12.258 51.589 -8.277 

3114 CDl ILEC 40 -10.921 48.875 -5.921 

3115 H ILEC 40 -13.823 48.444 -6.087 

3116 N ASN C 41 -15.136 52.457 -6.980 
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LOO 5.45 
1.00 5.45 
1.00 5.45 
LOO 5.45 
LOO 5.45 
LOO 20.00 
LOO 2.74 
1.00 2.74 
LOO 2.74 
LOO 2.74 
LOO 2.74 
LOO 2.74 
1.00 2.74 
1.00 20.00 
LOO 15.04 
LOO 15.04 
LOO 15.04 
LOO 15.04 
1.00 15.04 
LOO 15.04 
LOO 15.04 
1.00 15.04 
LOO 20.00 
LOO 16.19 
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ATOM 3117 CA ASN C 41 

ATOM 3118 C ASN C 41 

ATOM 3119 0 ASN C 41 

ATOM 3120 CB ASN C 41 

ATOM 3121 CG ASN C 41 

ATOM 3122 ODl ASN C 41 

ATOM 3123 ND2 ASN C 41 

ATOM 3124 H ASN C 41 

ATOM 3125 1HD2 ASN C 41 

ATOM 3126 2HD2 ASN C 41 

ATOM 3127 N GLU C 42 

ATOM 3128 CA GLU C 42 

ATOM 3129 C GLU C 42 

ATOM 3130 0 GLU C 42 

ATOM 3131 CB GLU C 42 

ATOM 3132 CG GLU C 42 

ATOM 3133 CD GLU C 42 
ATOM 3134 OEl GLU C 42 
ATOM 3135 0E2 GLU C 42 
ATOM 3136 H GLU C 42 
ATOM 3137 N THR C 43 
ATOM 3138 CA THR C 43 
ATOM 3139 C TWR C 43 
ATOM 3140 0 m C 43 
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-16.258 53.161 -7.609 1.00 16.19 
-16.095 53.432 -9.097 1.00 16.19 
-17.018 53.256 -9.881 1.00 16.19 
-16.510 54.481 -6.867 1.00 16.19 
-17.861 55.130 -7.167 1.00 16.19 
-18.713 55.266 -6.306 1.00 16.19 
-18.015 55.628 -8.401 1.00 16.19 
-14.522 52.913 -6.338 1.00 20.00 
-17. 360 55. 540 -9. 150 1. 00 20. 00 
-18.876 56.096 -8.588 1.00 20.00 
-14.907 53.944 -9.454 1.00 4.33 
-14.787 54.466 -10.814 1.00 4.33 
-13.534 53.977 -11.493 1.00 4.33 
-12.595 53.510 -10.865 1.00 4.33 
-14.792 55.998 -10.804 1.00 4.33 
-16.101 56.666 -11.259 1.00 4.33 
-16.092 58.138-10.857 1.00 4.33 
-15.141 58.844 -11.202 1.00 4.33 
-17.018 58.566 -10.153 1.00 4.33 
-14.103 53.956 -8.857 1.00 20.00 
-13.547 54.141 -12.818 1.00 2.66 
-12.307 53.867 -13.530 1.00 2.66 
-11.293 54.986 -13.353 1.00 2.66 
-11.627 56.171 -13.294 1.00 2.66 
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ATOM 3141 CB TOR C 43 

ATOM 3142 OGl TOR C 43 

ATOM 3143 CG2 TOR C 43 

ATOM 3144 H TOR C 43 

ATOM 3145 HGl TOR C 43 

ATOM 3146 N GLY C 44 

ATOM 3147 CA GLY C 44 

ATOM 3148 C GLY C 44 

ATOM 3149 0 GLY C 44 

ATOM 3150 H GLY C 44 

ATOM 3151 N LEU C 45 

ATOM 3152 CA LEU C 45 

ATOM 3153 C LEU C 45 

ATOM 3154 0 LEU C 45 

ATOM 3155 CB LEU C 45 

ATOM 3156 CG LEU C 45 

ATOM 3157 CDl LEU C 45 

ATOM 3158 CD2 LEU C 45 

ATOM 3159 H LEU C 45 

ATOM 3160 N TYR C 46 

ATOM 3161 CA TYR C 46 

ATOM 3162 C TYR C 46 

ATOM 3163 0 TYR C 46 

ATOM 3164 CB TYR C 46 
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-12.638 53.612 -15.004 1.00 2.66 
-13.743 52.704 -15.085 1.00 2.66 
-11.456 53.083 -15.823 1.00 2.66 
-14.362 54.449 -13.307 1.00 20.00 
-13.856 52.497 -16.004 1.00 20.00 
-10.030 54.561 -13.267 1.00 2.64 
-8.975 55.561 -13.314 1.00 2.64 
-7.771 55-114 -12.534 1.00 2.64 
-7.686 53.985 -12.070 1.00 2.64 
-9. 822 53. 580 -13. 185 1 . 00 20. 00 
-6.843 56.067 -12.406 1.00 5.33 
-5.669 55.735 -11.616 1.00 5.33 
-5.924 55.899 -10.146 1.00 5.33 
-6.508 56.873 -9.692 1.00 5.33 
-4.498 56.590 -12.069 1.00 5.33 
-4.141 56.211 -13.500 1.00 5.33 
-3.565 57.381 -14.282 1.00 5.33 
-3.268 54.960 -13.545 1.00 5.33 
-6.982 56.997 -12.739 1.00 20.00 
-5.461 54.881 -9.431 1.00 3.53 
-5.502 54.984 -7.987 1.00 3.53 
-4.104 54.772 -7.471 1.00 3.53 
-3.348 53.953 -7.983 1.00 3.53 
-6.466 53.953 -7.388 1.00 3.53 
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ATOM 


3165 


CG 


TYR C 


46 


ATOM 


3166 


CDl TYR C 


46 


ATOM 


3167 


CD2 TYR C 


46 


ATOM 


3168 


CEl TYR C 


46 


ATOM 


3169 


CE2 TYR C 


46 


ATOM 


3170 


CZ 


TYR C 


46 


ATOM 


3171 


OH 


TYR C 


46 


ATOM 


3172 


H 


TYR C 


46 


ATOM 


3173 


HH 


TYR C 


46 


ATOM 


3174 


N 


PHE C 


47 


ATOM 


3175 


CA 


PHE C 


47 


ATOM 


3176 


C 


PHE C 


47 


ATOM 


3177 


0 


PHE C 


47 


ATOM 


3178 


CB 


PHE C 


47 


ATOM 


3179 


CG 


PHE C 


47 


ATOM 


3180 


CDl 


PHE C 


47 


ATOM 


3181 


CD2 PHE C 


47 


ATOM 


3182 


CEl 


PHE C 


47 


ATOM 


3183 


CE2 PHE C 


47 


ATOM 


3184 


CZ 


PHE C 


47 


ATOM 


3185 


H 


PHE C 


47 


ATOM 


3186 


N 


VAL C 


48 


ATOM 


3187 


CA 


VAL C 


48 


ATOM 


3188 


C 


VAL C 


48 



209 

-7.916 54.293 
-8.468 54.022 
-8. 686 54. 869 
-9.815 54.340 
-10.033 55.180 
-10.582 54.916 
-11.908 55.237 
-5.022 54.096 
-12.277 55.583 
-3. 802 55. 550 
-2.638 55.184 
-3.095 54.309 
-3.990 54.649 
-1.899 56.433 
-0. 578 56. 093 
0.570 55.933 
-0. 503 55. 958 
1.814 55.663 
0.740 55.689 
1.887 55.553 
-4.462 56.226 
-2.448 53.144 
-2.731 52.119 
-1.569 52.062 
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•7.678 1.00 3.53 
-8.949 1.00 3.53 
-6.648 1.00 3.53 
-9.198 1.00 3.53 
-6.893 1.00 3.53 
-8.164 1.00 3.53 
-8.393 1.00 3.53 
-9.873 1.00 20.00 
-7.594 1.00 20.00 
-6.430 1.00 3.38 
-5.645 1.00 3.38 
-4.503 1.00 3.38 
-3.735 1.00 3.38 
-5.168 1.00 3.38 
-4.512 1.00 3.38 
-5.316 1.00 3.38 
-3.108 1.00 3.38 
-4.715 LOO 3.38 
-2.502 1.00 3.38 
-3.311 1.00 3.38 
-6.100 1.00 20.00 
-4.494 1.00 2.79 
-3.504 1.00 2.79 
-2.537 1.00 2.79 
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ATOM 3189 0 VAL C 48 

ATOM 3190 CB VAL C 48 

ATOM 3191 CGI VAL C 48 

ATOM 3192 CG2 VAL C 48 

ATOM 3193 H VAL C 48 

ATOM 3194 N TYR C 49 

ATOM 3195 CA TYR C 49 

4TOU 71Qfi r. TYT? C. 49 

1 a A wAk^w ^ ---- 

ATOM 3197 0 TYR C 49 

ATOM 3198 CB TYR C 49 

ATOM 3199 CG TYR C 49 

ATOM 3200 CDl TYR C 49 

ATOM 3201 CD2 TYR C 49 

ATOM 3202 CEl TYR C 49 

ATOM 3203 CE2 TYR C 49 

ATOM 3204 CZ TYR C 49 

ATOM 3205 OH TYR C 49 

ATOM 3206 H TYR C 49 

ATOM 3207 HH TYR C 49 

ATOM 3208 N SER C 50 

ATOM 3209 CA SER C 50 

ATOM 3210 C SER C 50 

ATOM 3211 0 SER C 50 

ATOM 3212 CB SER C 50 
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-0.440 51.828 -2.948 1.00 2.79 
-2.895 50.780 -4.237 1.00 2.79 
-3.237 49.630 -3.289 1.00 2.79 
-3.903 50.902 -5.383 1.00 2.79 
-1.733 52.986 -5.178 1.00 20.00 
-1.878 52.291 -1.255 1.00 3.73 
-0.801 52.202 -0.273 1.00 3.73 
-1.226 51.413 0.939 1.00 3.73 
-2.404 51.338 1.262 l.GO 3.73 
-0.295 53.593 0.146 1.00 3.73 
-1.390 54.417 0.789 1.00 3.73 
-1.607 54.309 2.178 1.00 3.73 
-2.169 55.264 -0.023 1.00 3.73 
-2.648 55.044 2.764 1.00 3.73 
-3.209 55.999 0.564 1.00 3.73 
-3.435 55.878 1.948 1.00 3.73 
-4.458 56.599 2.532 1.00 3.73 
-2.819 52.496 -0.967 1.00 20.00 
-5.137 56.775 1.882 1.00 20.00 
-0.215 50.852 1.611 1.00 5.02 
-0.526 50.156 2.852 1.00 5.02 
0.703 50.043 3.719 1.00 5.02 
1.823 50.001 3.222 1.00 5.02 
-1.125 48.778 2.553 1.00 5.02 
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ATOM 


3213 


OG 


SER C 


50 


-1.384 


48.081 


3.773 


1.00 


5.02 


ATOM 


3214 


H 


SER C 


50 


0.730 


50. 917 


1.277 


1.00 20.00 


ATOM 


3215 


HG 


SER C 


50 


-2. 105 


47.485 


3.620 


1.00 20.00 


ATOM 


3216 


N 


LYS C 


51 


0.451 


50. 004 


5.032 


1.00 


0. 04 


ATOM 


3217 


CA 


LYS C 


51 


1.566 


49. 747 


5.928 


1. 00 


0. 04 


ATOM 


3218 


C 


LYS C 


51 


1.168 


48.864 


7.085 


1.00 


6.04 


ATOM 


3219 


0 


LYS C 


51 


0. 081 


48.988 


7.634 


1.00 


6.04 


ATfW 


3220 


CB 


LYS C 


51 


2.204 


51.046 


6.419 


1.00 


6.04 


ATOM 


3221 


CG 


LYS C 


51 


.3.649 


50. 767 


6.806 


1.00 


6.04 


ATOM 


3222 


CD 


LYS C 


51 


4.515 


51.970 


7.118 


1.00 


6.04 


ATOM 


3223 


CE 


LYS C 


51 


5.951 


51.473 


7.261 


1.00 


6.04 


ATOM 


3224 


NZ 


LYS C 


51 


6.762 


52.551 


7.819 


1.00 


6.04 


ATOM 


3225 


H 


LYS C 


51 


-0.498 


50. 000 


5.359 


1.00 20.00 


ATOM 


3226 


IHZ 


LYS C 


51 


7.767 


52. 303 


7.829 


1.00 20.00 


ATOM 


3227 


2HZ 


LYS C 


51 


6.618 


53. 390 


7.222 


1.00 


20.00 


ATOM 


3228 


3HZ 


LYS C 


51 


6.445 


52. 779 


8.779 


1.00 20.00 


ATOM 


3229 


N 


VAL C 


52 


2.106 


47. 962 


7.414 


1.00 


4.38 


ATOM 


3230 


CA 


VAL C 


52 


1.919 


47. 105 


8.580 


1.00 


4.38 


ATOM 


3231 


C 


VAL C 


52 


3.163 


47. 030 


9.425 


1.00 


4.38 


ATOM 


3232 


0 


VAL C 


52 


4.288 


47.236 


8-969 


1.00 


4.38 


ATOM 


3233 


CB 


VAL C 


52 


1.526 


45. 684 


8.196 


1.00 


4.38 


ATOM 


3234 


CGI VAL C 


52 


0. 075 


45.610 


7.735 


LOO 


4.38 


ATOi 


3235 


CG2 VAL C 


52 


2.532 


45. 109 


7.199 


1.00 


4.38 


ATOM 


3236 


H 


VAL C 


52 


2.955 


47.914 


6.882 


1.00 20.00 
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ATOM 3237 N TYR C 53 

ATOM 3238 CA TYR C 53 

ATOM 3239 C TYR C 53 

ATOM 3240 0 TYR C 53 

ATOM 3241 CB TYR C 53 

ATOM 3242 CG TYR C 53 

ATOM 3243 CDl TYR C 53 

ATOM 3244 CD2 TYR C 53 

ATOM 3245 CEl TYR G 53 

ATOM 3246 GE2 TYR G 53 

ATOM 3247 CZ TYR G 53 

ATOM 3248 OH TYR G 53 
ATOM 3249 H TYR C 53 
ATOM 3250 HH TYR C 53 
ATOM 3251 N PHE G 54 
ATOM 3252 CA PHE G 54 
ATOM 3253 G PHE G 54 
ATOM 3254 0 PHE G 54 
ATOM 3255 GB PHE G 54 
ATOM 3256 CG PHE G 54 
ATOM 3257 CDl PHE C 54 
ATOM 3258 CD2 PHE C 54 
ATOM 3259 CEl PHE G 54 
ATOM .3260 CE2 PHE C 54 
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2.885 46.722 10.698 1.00 6.58 
3.982 46.563 11.640 1.00 6.58 
3.874 45.285 12.404 1.00 6.58 
2.802 44.814 12.771 1.00 6.58 
4.053 47.702 12.650 1.00 6.58 
4.540 48.956 11.979 1.00 6.58 
5.754 49.515 12.410 1.00 6.58 
3.772 49.528 10.946 1.00 6.58 
6.205 50.675 11.774 1.00 6.58 
4.222 50.682 10.313 1.00 6.58 
5.430 51.241 10.747 1.00 6.58 
5.846 52.408 10.152 1.00 6.58 
1.934 46.638 11.003 1.00 20.00 
5.227 53.067 10.477 1.00 20.00 
5.075 44.765 12.622 1.00 6.05 
5.170 43.485 13.288 1.00 6.05 
6.023 43.652 14.513 1.00 6.05 
7.011 44.378 14.484 1.00 6.05 
5.816 42.470 12.343 1.00 6.05 
5.174 42.482 10.971 1.00 6.05 
5.975 42.770 9.844 1.00 6.05 
3.800 42.190 10.829 1.00 6.05 
5.413 42.696 8.555 i.OO 6.05 
3.236 42.120 9.543 1.00 6,05 
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ATOM 


3261 


CZ 


PHE C 


54 


ATOM 


3262 


H 


PHE C 


54 


ATOM 


3263 


N 


ARC C 


55 


ATOM 


3264 


CA 


ARC C 


55 


ATOM 


3265 


C 


ARG C 


55 


ATOM 


3266 


0 


ARG C 


55 


ATOM 


3267 


CB 


ARG C 


55 


KTQM 


3268 


CG 


ARG C 


55 


ATOM 


3269 


CD 


ARG C 


55 


ATOM 


3270 


NE 


ARC C 


55 


ATOM 


3271 


CZ 


ARG C 


55 


ATOM 


3272 


NHl 


ARG C 


55 


ATOM 


3273 


NH2 ARC C 


55 


ATOM 


3274 


H 


ARG C 


55 


ATOM 


3275 


HE 


ARG C 


55 


ATOM 


3276 


IHHl 


ARG C 


55 



ATOM 3277 2HH1 ARG C 55 

ATOM 3278 1HH2 ARG C 55 

ATOM 3279 2HH2 ARG C 55 

ATOM 3280 N GLY C 56 

ATOM 3281 CA GLY C 56 

ATOM 3282 C GLY C 56 

ATOM 3283 0 GLY C 56 

ATOM 3284 H GLY C 56 
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4.057 42.337 8.418 1.00 6.05 

5.907 45.228 12.310 1.00 20.00 

5.622 42.952 15.570 1.00 19.70 

6.572 42.757 16.651 1.00 19.70 

6.573 41.317 17.086 1.00 19.70 
5.775 40.502 16.642 1.00 19.70 
6.247 4 3.628 17.856 1.00 19.70 
7.422 44.314 18.542 1.00 19.70 
6.974 44.923 19.852 1.00 19.70 
6.518 43.926 20.818 1.00 19.70 
5.435 44.370 21.486 1.00 19.70 
5.476 44.387 22.819 1.00 19.70 
4.366 44.819 20.807 1.00 19.70 
4.731 42.491 15.582 1.00 20.00 
7.217 43.332 21.219 1.00 20.00 
4.720 44.761 23.357 1.00 20.00 
6.280 44.044 23.311 1.00 20.00 
3.562 45.210 21.263 1.00 20.00 
4.349 44.751 19.798 1.00 20.00 
7.479 41.063 18.026 1.00 3.53 
7.387 39.825 18.773 1.00 3.53 
8.374 39.905 19.899 1.00 3.53 
9.263 40.752 19.911 1.00 3.53 
8.224 41.708 18.207 1.00 20.00 
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ATOM 3285 N GLN C 57 
ATOM 3286 CA GLN C 57 
ATOM 3287 C GLN C 57 
ATOM 3288 0 GLN C 57 
ATOM 3289 CB GLN C 57 
ATOM 3290 CG GLN C 57 
ATOM 3291 CD GLN C 57 
ATOM 3292 OEl GLN C 57 
ATOM 3293 NE2 GLN C 57 
ATOM 3294 H GLN C 57 
ATOM 3295 1HE2 GLN C 57 
ATOM 3296 2HE2 GLN C 57 
ATOM 3297 N SER C 58 
ATOM 3298 CA SER C 58 
ATOM 3299 C SER C 58 
ATOM 3300 0 SER C 58 
ATOM 3301 CB SER C 58 
ATOM 3302 OG SER C 58 
ATOM 3303 H SER C 58 
ATOM 3304 HG SER C 58 
ATOM 3305 N CYS C 59 
ATOM 3306 CA CYS C 59 
ATOM 3307 C CYS C 59 
ATOM 3308 0 CYS C 59 
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8.161 38.991 20.841 1.00 16.13 
9.200 38.805 21.831 1.00 16.13 
9.825 37.456 21.568 1.00 16.13 
9.117 36.520 21.210 1.00 16.13 
8,567 38.938 23.211 1.00 16.13 
9.600 39.118 24.315 1.00 16.13 
8.893 39.628 25.547 1.00 16.13 
7-925 39.070 26.040 1.00 1 6.13 
9.418 40.761 26.016 1.00 16.13 
7.420 38.322 20.786 1.00 20.00 
10.181 41.219 25.564 1.00 20.00 
8.999 41.118 26.849 1.00 20.00 
11.166 37.423 21.705 1.00 30.56 
11.908 36.219 21.328 1.00 30.56 
11.762 35.901 19.850 1.00 30.56 
11.079 36.601 19.104 1.00 30.56 
11.538 35.026 22.221 1.00 30.56 
11.501 35.453 23.588 1.00 30.56 
11.683 38.246 21.931 1.00 20.00 
11.062 34.765 24.069 1.00 20.00 
12.462 34.836 19.435 1.00 24.24 
12.501 34.696 17.990 1.00 24.24 
12.570 33.269 17.515 1.00 24.24 
13.336 32.450 18.008 1.00 24.24 



wo 98/10070 



215 



PCT/JP97/02983 



ATOM 


3309 


CB 


CYS C 


59 


13.659 


35.496 


17.418 


1.00 24.24 


ATOM 


3310 


SG 


CYS C 


59 


14.016 


37. 043 


18. 301 


1,00 24.24 


ATOM 


3311 


H 


CYS C 


59 


13.019 


34.245 


20.017 


1.00 20.00 


ATOM 


3312 


N 


ASN C 


60 


11.707 


33.035 


16.519 


1.00 8.07 


ATOM 


3313 


CA 


ASN C 


60 


11.551 


31.704 


15. 937 


1.00 8.07 


ATOM 


3314 


C 


ASN C 


60 


11.572 


31.893 


14.433 


1.00 8.07 


ATOM 


3315 


0 


ASN C 


60 


11.625 


33.026 


13. 966 


1.00 8.07 


ATOM 


3316 


CB 


ASN C 


60 


10.214 


31.075 


16.357 


1.00 8.07 


ATOM 


3317 


CG 


ASN C 


60 


10. 146 


30. 760 


17.845 


1.00 8.07 


ATOM 


3318 


ODl 


ASN C 


60 


10.511 


31.536 


18.717 


1.00 8.07 


ATOM 


3319 


ND2 ASN C 


60 


9.610 


29.563 


18.106 


1.00 8.07 


ATOM 


3320 


H 


ASN C 


60 


11.195 


33. 797 


16.126 


1.00 20.00 


ATOM 


3321 


1HD2 ASN C 


60 


9.294 


28. 953 


17.382 


1.00 20.00 


ATOM 


3322 2HD2 ASN C 


60 


9.532 


29. 302 


19.066 


1.00 20.00 


ATOM 


3323 


N 


ASN C 


61 


11.514 


30. 780 


13.682 


1.00 15.42 


ATOM 


3324 


CA 


ASN C 


61 


11.545 


31.001 


12.234 


1.00 15.42 


ATOM 


3325 


C 


ASN C 


61 


10. 163 


31.214 


11.638 


1.00 15.42 


ATOM 


3326 


0 


ASN C 


61 


9.386 


30. 282 


11.485 


1.00 15.42 


ATOM 


3327 


CB 


ASN C 


61 


12.265 


29.860 


11.501 


1.00 15.42 


ATOM 


3328 


CG 


ASN C 


61 


13. 704 


29.717 


11.967 


1.00 15.42 


ATOM 


3329 


ODl ASN C 


61 


14.510 


30.636 


11.888 


1.00 15.42 


ATOM 


3330 


m2 ASN C 


61 


14.013 


28.504 


12.436 


1.00 15.42 


ATOM 


3331 


H 


ASN C 


61 


11.388 


29. 854 


14.049 


1.00 20.00 


ATOM 


3332 


1HD2 ASN C 


61 


13.314 


27.781 


12.549 


1.00 20.00 
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ATOM 


3333 2HD2 ASN C 


61 


14.937 


28. 289 


12.741 


1.00 20.00 


ATOM 


3334 


N 


LEU C 


62 


9. 893 


32.490 


11.299 


1.00 19.58 


ATOM 


3335 


CA 


LEU C 


62 


8.602 


32.835 


10.690 


1.00 19.58 


ATOM 


3336 


C 


LEU C 


62 


8.741 


33. 958 


9.677 


1.00 19.58 


ATOM 


3337 


0 


LEU C 


62 


9.193 


35. 050 


9.995 


1.00 19.58 


ATOM 


3338 


CB 


LEU C 


62 


7.570 


33. 260 


11.744 


1.00 19.58 


ATOM 


3339 


CG 


LEU C 


62 


6.938 


32.121 


12.549 


1.00 19.58 


ATOM 


3340 


CDl 


LEU C 


62 


6.093 


32.657 


13.704 


1.00 19.58 


ATOM 


3341 


CD2 LEU C 


62 


6. 140 


31.158 


11.664 


1.00 19.58 


ATOM 


3342 


H 


LEU C 


62 


10. 560 


33.207 


11.502 


1.00 20.00 


ATOM 


3343 


N 


PRO C 


63 


8.351 


33. 655 


8.417 


1.00 9.44 


ATOM 


3344 


CA 


PRO C 


63 


8.377 


34.686 


7.373 


1.00 9.44 


ATOM 


3345 


C 


PRO C 


63 


7.154 


35.586 


7.454 


1.00 9.44 


ATOM 


3346 


0 


PRO C 


63 


6.041 


35. 142 


7.686 


1.00 9.44 


ATOM 


3347 


CB 


PRO C 


63 


8.373 


33.832 


6.108 


1.00 9.44 


ATOM 


3348 


CG 


PRO C 


63 


7.481 


32.650 


6.483 


1.00 9.44 


ATOM 


3349 


CD 


PRO C 


63 


7.877 


32.365 


7.927 


1.00 9.44 


ATOM 


3350 


N 


LEU C 


64 


7.405 


36. 879 


7.242 


1.00 5.10 


ATOM 


3351 


CA 


LEU C 


64 


6.257 


37.775 


7.346 


1.00 5.10 


ATOM 


3352 


C 


LEU C 


64 


5.886 


38.278 


5.969 


1.00 5.10 


ATOM 


3353 


0 


LEU C 


64 


6.764 


38.658 


5.202 


1.00 5.10 


ATOM 


3354 


CB 


LEU C 


64 


6. 582 


38.963 


8.251 


1.00 5.10 


ATOM 


3355 


CG 


LEU C 


64 


7.669 


38.718 


9.324 


1.00 5.10 


ATOM 


3356 


CDl LEU C 


64 


8.140 


40.030 


9.940 


1.00 5.10 
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ATOM 


3357 


CD2 


LEU C 


64 


ATOM 


3358 


H 


LEU C 


64 


ATOM 


3359 


N 


SER C 


65 


ATOM 


3360 


CA 


SER C 


65 


ATOM 


3361 


C 


SER C 


65 


ATOM 


3362 


0 


SER C 


65 


ATOM 


3363 


CB 


SER C 


65 


ATOM 


3364 


OG 


SER C 


65 


ATOM 


3365 


H 


SER C 


65 


ATOM 


3366 


HG 


SER C 


65 


ATOM 


3367 


N 


HIS C 


66 


ATOM 


3368 


CA 


HIS C 


66 


ATOM 


3369 


C 


HIS C 


66 


ATOM 


3370 


0 


HIS C 


66 


ATOM 


3371 


CB 


HIS C 


66 


ATOM 


3372 


CG 


HIS C 


66 


ATOM 


3373 


NDl HIS C 


66 



ATOM 3374 CD2 HIS C 66 

ATOM 3375 CEl HIS C 66 

ATOM 3376 NE2 HIS C 66 

ATOM 3377 H HIS C 66 

ATOM 3378 HDl HIS C 66 

ATOM 3379 N LYS C 67 

ATOM 3380 CA LYS C 67 
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7.298 37.688 10.392 1.00 5.10 

8.319 37.228 7.026 1.00 20.00 

4.586 38.273 5.666 1.00 3.51 

4.250 38.805 4.354 1.00 3.51 

3.172 39.859 4.405 1.00 3.51 

2.328 39.873 5.292 1.00 3.51 

3.902 37.678 3.377 1.00 3.51 

2.619 37.124 3.681 1.00 3.51 

3.881 37.873 6.257 1.00 20.00 

2.613 36.234 3.355 1.00 20.00 

3.253 40.745 3.405 1.00 11.85 

2.241 41.783 3.293 1.00 11.85 

1.873 42.036 1.853 1.00 11.85 

2.665 42.562 1.079 1.00 11.85 

2.741 43.071 3.924 1.00 11.85 

1.617 44.067 3.872 1.00 11.85 

1.564 45.081 2.998 1.00 11.85 

0.485 44.099 4.680 1.00 11.85 

0.416 45.764 3.256 1.00 11.85 

-0.247 45.162 4.290 LOO 11.85 

4.033 40.708 2.779 1.00 20.00 

2.184 45.259 2.266 1.00 20.00 

0.651 41.623 1.518 1.00 4.98 

0.363 41.645 0.093 1.00 4.98 
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ATOM 3381 C LYS C 67 

ATOM 3382 0 LYS C 67 

ATOM 3383 CB LYS C 67 

ATOM 3384 CG LYS C 67 

ATOM 3385 CD LYS C 67 

ATOM 3386 CE LYS C 67 

ATOM 3387 NZ LYS C 67 

ATOM 3388 H LYS C 67 

ATOM 3389 IHZ LYS C 67 

ATOM 3390 2HZ LYS C 67 

ATOM 3391 3HZ LYS C 67 

ATOM 3392 N VAL C 68 

ATOM 3393 CA VAL C 68 

ATOM 3394 C VAL C 68 

ATOM 3395 0 VAL C 68 

ATOM 3396 CB VAL C 68 

ATOM 3397 CGI VAL C 68 

ATOM 3398 CG2 VAL C 68 

ATOM 3399 H VAL C 68 

ATOM 3400 N TYR C 69 

ATOM 3401 CA TYR C 69 

ATOM 3402 C TYR C 69 

ATOM 3403 0 TYR C 69 

ATOM 3404 CB TYR C 69 



-0.988 42.273 -0.208 1.00 4.98 
-1.971 42.048 0.490 1.00 4.98 
0.482 40.216 -0.443 1.00 4.98 
1.767 39.429 -0.119 1.00 4.98 
1.594 37.922 -0.344 1.00 4.98 
2.815 37.009 -0.253 1.00 4.98 
2.939 36.229 -1.501 1.00 4.98 
-0.009 41.255 2.182 1.00 20.00 
3.886 35.825 -1.586 1.00 20.00 
2.213 35.493 -1.635 1.00 20.00 
2 . 868 36. 897 -2 . 300 1 . 00 20. 00 
-0.975 43.094 -1.269 1.00 3.61 
-2.210 43.689 -1.772 1.00 3.61 
-2.621 42.989 -3.048 1.00 3.61 
-1.832 42.861 -3.981 1.00 3.61 
-2.021 45.189 -2.044 1.00 3.61 
-3.322 45.864 -2.501 1.00 3.61 
-1.395 45.894 -0.838 1.00 3.61 
-0.127 43.195 -1.787 1.00 20.00 
-3.883 42.554 -3.043 1.00 4.98 
-4.378 41.828 -4.200 1.00 4.98 
-5.590 42.489 -4.806 1.00 4.98 
-6.297 43.255 -4.159 1.00 4.98 
-4.730 40.394 -3.819 1.00 4.98 
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ATOM 


3405 


CG TYR C 


oy 


641 


39 788 


-2. 979 


1.00 4.98 


ATOM 


3406 


CDl llK L 


AO 




39. 154 


-3.617 


1.00 4.98 


ATOM 


3407 


CDZ 1 iK L 


AO 

oy 




39. 850 


-1.580 


1.00 4.98 


ATOM 


3408 


CEl TYR L 


oy 


1 fifi4 


38.427 


-2.831 


1.00 4.98 


ATOM 


3409 


CE2 TYR C 


AO 

by 




39 110 


-0. 790 


1.00 4.98 


ATOM 


3410 


CZ TYR C 


69 






-1. 448 


1.00 4.98 


ATOM 


3411 


OH TYR C 


69 


1 1 AA 




-0 713 

\J * 1 XkJ 


1 00 4.98 


ATOM 


3412 


H TYR C 


69 


A A 7A 
-4.4/0 


49 714 


-2 251 


1 00 20.00 


ATOM 


3413 


HH TYR C 


69 


-i . 40.J 


'^7 470 


0. 176 


1.00 20.00 


ATaM 


3414 


N MET C 


70 


c; 7QQ 

-D. /yy 


49 14S 


-6.080 


1.00 14.09 


ATOM 


3415 


CA MET C 


7\j 




49 fi4Q 


-6. 734 


1.00 14.09 


ATOM 


3416 


C MET C 


70 




41 S44 


-7. 309 


1.00 14.09 


ATOM 


3417 


0 MET C 




7 49? 


40 761 


-8. 147 


1.00 14.09 


ATQM 


3418 


CB Mtl t 


/U 




43. 692 


-7.807 


1.00 14.09 


ATGM 


3419 


CG Mtr t 


f\} 


797 


43.206 


-8.908 


1.00 14.09 


ATOM 


3420 


crv xjn?T P 


/ u 


-S 286 


44.450 


-10. 124 


1.00 14.09 


ATOM 


3421 


CE MET L 


7n 


— U. 


44 872 


-10. 703 


1.00 14.09 


ATOM 


3422 


H Mbl t 


7n 
f u 




41 501 


-6.519 


1.00 20.00 


ATOM 


3423 


N AKG L 


71 


Q nQ7 


41 534 


-6. 839 


1.00 7.41 


ATOM 


3424 


PA A DP P 

LA AKu U 


71 


-10 059 


40. 714 


-7.557 


1.00 7.41 


ATOM 


3425 


C ARC C 


71 


-10. 825 


A 1 can 

41.567 


-0. b41 


1 nn 7 41 


ATOM 


3426 


0 ARC C 


71 


-11.781 


42.256 


-8. 194 


1.00 7.41 


ATOM 


342? 


CB ARC C 


71 


-11.005 


39.999 


-6. 599 


1.00 7.41 


ATaM 


3428 


CG ARG C 


71 


-11.847 


38. 974 


-7.358 


1.00 7.41 
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ATOM 3429 CD ARG C 71 

ATOM 3430 ME ARG C 71 

ATOM 3431 CZ ARG C 71 

ATOM 3432 NHl ARG C 71 

ATOM 3433 NH2 ARG C 71 

ATOM 3434 H ARG C 71 

ATOM 3435 HE ARG C 71 

ATOM 3436 IHHl ARG C 71 

ATOM 3437 2HH1 ARG C 71 

ATOM 3438 1HH2 ARG C 71 

ATOM 3439 2HH2 ARG C 71 

ATOM 3440 N ASN C 72 

ATOM 3441 CA ASN C 72 

ATOM 3442 C ASN C 72 

ATOM 3443 0 ASN C 72 
ATOM 3444 CB ASN C 72 
ATOM 3445 CG ASN C 72 
ATOM 3446 GDI ASN C 72 
ATOM 3447 ND2 ASN C 72 
ATOM 3448 H ASN C 72 
ATOM 3449 1HD2 ASN C 72 
ATOM 3450 2HD2 ASN C 72 
ATOM 3451 N SER C 73 
ATOM 3452 CA SER C 73 



-12.761 38.162 -6.451 1.00 7.41 
-13.474 37.162 -7.242 1.00 7.41 
-14.237 36.227 -6.646 1.00 7.41 
-14.334 36.183 -5.317 1.00 7.41 
-14.891 35.348 -7.400 1.00 7.41 
-9.365 42.213 -6.154 1.00 20.00 
-13.335 37.194 -8.233 1.00 20.00 
-14.902 35.511 -4.846 1.00 20.00 
-13.810 36.837 -4.769 1.00 20.00 
-15.482 34.647 -7.002 1.00 20.00 
-14.790 35.378 -8.395 1.00 20.00 
-10.325 41.510 -9.784 1.00 8.42 
-10.929 42.380 -10.789 1.00 8.42 
-12.207 41.812 -11.386 1.00 8.42 
-12.456 40.616 -11.342 1.00 8.42 
-9.882 42.767 -11.844 1.00 8.42 
-10.34 3 43.970 -12.652 1.00 8.42 
-10.878 43.836 -13.744 1.00 8.42 
-10.137 45.157 -12.071 1.00 8.42 
-9.622 40.825 -9.988 1.00 20.00 
-9.766 45.276 -11.141 1.00 20.00 
-10.392 46.004 -12.532 1.00 20.00 
-13.017 42.718 -11.959 1.00 5.16 
-14.205 42.232 -12.657 1.00 5.16 
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ATOM 


3453 


C 


SER C 


73 






1^ RQ7 


1 00 


5. 16 


ATOM 


3454 


0 


SER C 


ft 

73 


-14. bl/ 


A(\ AT 9 




1.00 


5.16 


ATOM 


3455 


CB 


SER C 


73 


-15. 079 


4o.4o^ - 


1 Q mi 

-lO. Uii 


1.00 


5.16 


ATOM 


3456 


OG 


SER C 


73 


-14. 258 


A A A A f\ 

44.44U - 


1 A1 fi 
-io. 010 


1.00 


5.16 


ATOM 


3457 


H 


SER C 


73 


-12. 794 






1.00 20.00 


ATOM 


3458 


HG 


SER C 


73 


-14. 840 


AC 1 CI 

45. lol ■ 


-lo. oOU 


1.00 20.00 


ATOM 


3459 


N 


LYS C 


74 


-12. 832 


A 1 ooc 

41.886 ■ 


-14. ooo 


1.00 


5.76 


ATOM 


3460 


CA 


LYS C 


74 


-12.403 


At O 1 >1 

41. 214 


1 C 01 o 

-lb. olZ 


1.00 


5.76 


ATOM 


3461 


C 


LYS C 


74 


-11, 907 


39. 791 


1 C CA7 

-lb. OU/ 


1.00 


5.76 


ATOM 


3462 


0 


LYS C 


74 


-12. 165 


3o. 901 


1 yl AA 

-Id. 4UD 


1.00 


5.76 


ATOM 


3463 


CB 


LYS C 


74 


-11. 330 


/ O (\A Q 


1 C^l ^ 
—ID. 010 


1.00 


5.76 


ATOM 


3464 


CG 


LYS C 


74 


-11. 792 


An A cc 

4o. 4DD 


— 10. o /4 


1.00 


5.76 


ATOM 


3465 


CD 


LYS C 


74 


-10. 635 


A A QQO 

44. ooZ 


1 7 Q77 
— 1 / . 0/ / 


1.00 


5.76 


ATOM 


3466 


CE 


LYS C 


74 


-11. 038 


A C 77/1 

4o. / /4 


17 AQA 

-1 / . oyo 


1.00 


5.76 


ATOM 


3467 


NZ 


LYS C 


74 


-9. 843 


A a CQ9 
40. DOZ 


1 O AQQ 

— lo. uyo 


1.00 


5.76 


ATOM 


3468 


H 


LYS C 


74 


-11, 41/ 


/ 9 7/1 A 


\A 97R 


1.00 20.00 


ATOM 


3469 


IHZ 


LYS C 


74 


^ f\ 1 OA 


Al A QQ 


— lo. Oi/** 


1.00 20.00 


ATOM 


3470 2HZ 


LYS C 


74 


-9. loo 


yl c CQ7 

40. Dy / 


1 7 9Qfi 


1.00 20.00 


ATOM 


3471 


3HZ 


LYS C 


74 


-9. o/^ 


40, UOU 


— 10. OjU 


1.00 20.00 


ATOM 


3472 


N 


TYR C 


75 


11 111 

-11. 171 


QQ fCI 7 

oy. 01/ 


—14 . 4yD 


1.00 


6.72 


ATOM 


3473 


CA 


TYR C 


75 


-10. 638 


38. 280 


-14.249 


1.00 


6.72 


ATOM 


3474 


C 


TYR C 


75 


-11.066 


37.699 


-12.920 


1.00 


6.72 


ATOM 


3475 


0 


TYR C 


75 


-10.772 


38, 246 


-11.869 


1.00 


6.72 


ATOM 


3476 


CB 


TYR C 


75 


-9. 105 


38. 308 


-14.319 


1.00 


6.72 
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ATOM 3477 CG TYR C 75 

ATOM 3478 CDl TYR C 75 

ATOM 3479 CD2 TYR C 75 

ATOM 3480 CEl TYR C 75 

ATOM 3481 CE2 TYR C 75 

ATOM 3482 CZ TYR C 75 

ATOM 3483 OH TYR C 75 

ATOM 3484 H TYR C 75 

ATOM 3485 HH TYR C 75 

ATOM 3486 N PRO C 76 

ATOM 3487 CA PRO C 76 

ATOM 3488 C PRO C 76 

ATOM 3489 0 PRO C 76 

ATOM 3490 CB PRO C 76 

ATOM 3491 CG PRO C 76 

Mm 3492 CD PRO C 76 

ATOM 3493 N GLN C 77 

ATOM 3494 CA GLN C 77 

ATOM 3495 C GLN C 77 

ATOM 3496 0 GLN C 77 

ATOM 3497 CB GLN C 77 

ATOM 3498 CG GLN C 77 

ATOM 3499 CD GLN C 77 

ATOM 3500 OEl GLN C 77 



222 

-8.440 36.943 -14.287 1.00 6.72 
-8.963 35.858 -15.024 1.00 6.72 
-7.267 36.814 -13.518 1.00 6.72 
-8.306 34.617 -14.970 1.00 6.72 
-6.593 35.582 -13.488 1.00 6.72 
-7.124 34.492 -14.207 1.00 6.72 
-6.482 33.265 -14.174 1.00 6.72 
-10.987 40.361 -13.852 1.00 20.00 
-5.693 33.285 -13.631 1.00 20.00 
-11.714 36.515 -13.012 1.00 6.84 
-12.025 35.690 -11.833 1.00 6.84 
-11.014 35.468 -10.696 1.00 6.84 
-11.428 35.007 -9.640 1.00 6.84 
-12.531 34.374 -12.448 1.00 6.84 
-12.231 34.433 -13.948 1.00 6.84 
-12.214 35.922 -14.250 1.00 6.84 
-9.716 35.758 -10.921 1.00 4.75 
-8.765 35.501 -9.840 1.00 4.75 
-8.246 36.758 -9.189 1.00 4.75 
-8.371 37.866 -9.699 1.00 4.75 
-7.552 34.724 -10.328 1.00 4.75 
-7.832 33.291 -10.761 1.00 4.75 
-6.554 32.722 -11.343 1.00 4.75 
-5.532 33.383 -11.471 1.00 4.75 
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ATOM 


3501 


NE2 GLN C 


77 


-6. 653 


31.456 - 


-11. 751 


1.00 


4.75 


ATOM 


3502 


H 


GLN C 


77 


-9. 415 


36. 320 - 


-11. bob 


1.00 20.00 


ATOM 


3503 1HE2 GLN C 


77 


-7. 507 


30.941 - 


-11. 721 


1.00 20.00 


ATOM 


3504 2HE2 GLN C 


77 


-5.814 


31.054 - 


-12. 113 


LOO 20.00 


ATOM 


ooUd 


N 


ASP C 


78 


-7. 604 


36.490 


"8. 049 


1.00 


4.94 


ATOM 


OC AC 

odOd 


OA 


ASP C 


78 


-6. 988 


37. 584 


-7.322 


1.00 


4.94 


ATOM 


OCA*? 


C 


ASP C 


78 


-5. 543 


37. 751 


-7. 745 


1.00 


4.94 


ATOM 


ooUo 


0 


ASP C 


78 


-4.675 


36. 920 


-7.507 


1.00 


4.94 


ATOM 


oDUy 


CB 


ASP C 


78 


-7. 137 


37. 369 


-5. 809 


1.00 


4.94 


ATOM 


ODiU 


CG 


ASP C 


78 


-8. 590 


37. 333 


-5.326 


1.00 


4.94 


ATOM 


QC;! 1 


GDI ASP C 


78 


-9. 492 


36. 990 


-6.093 


1.00 


4.94 


ATOM 




0D2 ASP C 


78 


-8. 822 


37.650 


-4. 160 


1.00 


4.94 


ATOM 


OOio 


H 


ASP C 


78 


-7.663 


35. 592 


-7. 618 


1.00 20.00 


ATOM 




N 


LEU C 


79 


-5. 336 


38. 879 


-8.431 


1.00 


4.95 


ATOM 




CA 


LEU C 


79 


-3. 977 


39.208 


-8.865 


1.00 


4.95 


ATOM 




C 


LEU C 


79 


-3. 188 


39. 759 


-7.698 


1.00 


4.95 


ATOM 


3517 


0 


LEU C 


79 


-3. 760 


40. 270 


-6. 747 


1.00 


4.95 


ATOM 


3518 


CB 


LEU C 


79 


-3.930 


40. 309 


-9. 933 


1.00 


4.95 


ATOM 


3519 


CG 


LEU C 


79 


-4.627 


40. 199 


-11. 297 


1.00 


4.95 


ATOM 


3520 


CDl 


LEU C 


79 


-6. 160 


40. 174 


-11. 2bo 


1.00 


4.95 


ATOM 


3521 


CD2 LEU C 


79 


-4. 160 


41.367 


in 1 CA 

-12. 169 


1.00 


4.95 


ATOM 


3522 


H 


LEU C 


79 


-5.111 


39. 509 


-8. 505 


1.00 20.00 


ATOM 


3523 


N 


VAL C 


80 


-L858 


39. 696 


-7.827 


1.00 


4.14 


ATOM 


3524 


CA 


VAL C 


80 


-1. 108 


40.425 


-6.814 


1.00 


4.14 
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ATOM 3525 C VAL C 80 

ATOM 3526 0 VAL C 80 

ATOM 3527 CB VAL C 80 

ATOM 3528 CGI VAL C 80 

ATOM 3529 CG2 VAL C 80 

ATOM 3530 H VAL C 80 

ATOM 3531 N MET C 81 

ATOM 3532 CA MET C 81 

ATOM 3533 C MET C 81 

ATOM 3534 0 MET C 81 

ATOM 3535 CB MET C 81 



ATOM 


3536 


CO 


MET C 


81 


ATOM 


3537 


SD 


MET C 


81 


ATOM 


3538 


CE 


MET C 


81 


ATOM 


3539 


H 


MET C 


81 


ATOM 


3540 


N 


MET C 


82 


ATOM 


3541 


CA 


MET C 


82 


ATOM 


3542 


C 


MET C 


82 


ATOM 


3543 


0 


MET C 


82 


ATOM 


3544 


CB 


MET C 


82 


ATOM 


3545 


CO 


MET C 


82 


ATOM 


3546 


SD 


MET C 


82 


ATOM 


3547 


CE 


MET C 


82 


ATOM 


3548 


H 


MET C 


82 
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-0.562 41.739 -7.329 1.00 4.14 
0.236 41.816 -8.259 1.00 4.14 
0.009 39.588 -6.196 1.00 4.14 
0.437 40.220 -4.868 1.00 4.14 
-0.375 38.110 -6.068 1.00 4.14 
-1.406 39.260 -8.604 1.00 20.00 
-1.062 42.786 -6.659 1.00 4.15 
-0.591 44.126 -6.993 1.00 4.15 
0.776 44.387 -6.400 1-00 4.15 
1.723 44.782 -7.067 1.00 4.15 
-1.591 45.171 -6.492 1.00 4.15 
-3.003 44.888 -6.998 1.00 4.15 
-4.263 45.898 -6.212 1.00 4.15 
-3.831 47.468 -6.958 1.00 4.15 
-1.634 42.611 -5.854 1.00 20.00 
0.823 44.151 -5.078 1.00 5.02 
2.053 44.479 -4.364 1.00 5.02 
2.351 43.463 -3.289 1.00 5.02 
1.456 42.968 -2.622 1.00 5.02 
1.951 45.865 -3.728 1.00 5.02 
1.957 47.031 -4.716 1.00 5.02 
1.820 48.615 -3.889 1.00 5.02 
0.217 48.358 -3.121 1.00 5.02 
0.031 43.765 -4.595 1.00 20.00 
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ATOM 3549 N GLU C 83 

ATOM 3550 CA GLU C 83 

ATOM 3551 C GLU C 83 

ATOM 3552 0 GLU C 83 

ATOM 3553 CB GLU C 83 

ATOM 3554 CG GLU C 83 

ATOM 3555 CD GLU C 83 

ATOM 3556 OEl GLU C 83 

ATOM 3557 0E2 GLU C 83 

ATOM 3558 H GLU C 83 

ATOM 3559 N GLY C 84 

ATOM 3560 CA GLY C 84 

ATOM 3561 C GLY C 84 

ATOM 3562 0 GLY C 84 

ATOM 3563 H GLY C 84 

ATOM 3564 N LYS C 85 

ATOM 3565 CA LYS C 85 

ATOM 3566 C LYS C 85 

ATOM 3567 0 LYS C 85 

ATOM 3568 CB LYS C 85 

ATOM 3569 CG LYS C 85 

ATOM 3570 CD LYS C 85 

ATOM 3571 CE LYS C 85 

ATOM 3572 NZ LYS C 85 



3.650 43.181 -3.141 1.00 4.99 
4.031 42.168 -2.159 1.00 4.99 
5.134 42.647 -1.289 1.00 4.99 
6.027 43.296 -1.805 1.00 4.99 
4.703 41.001 -2.815 1.00 4.99 
3.789 40.181 -3.667 1.00 4.99 
3.711 38.793 -3.086 1.00 4.99 
4.676 38.279 -2.501 1.00 4.99 

2.651 38.212 -3.228 1.00 4.99 
4.345 43.600 -3.724 1.00 20.00 
5.078 42.229 -0.019 1.00 3.83 
6.184 42.410 0.910 1.00 3.83 
6.587 41.123 1.597 1.00 3.83 
5.792 40.508 2.288 1.00 3.83 
4.220 41.820 0.297 1.00 20.00 
7.858 40.740 1.393 1.00 5.40 
8.357 39.626 2.195 1.00 5.40 
9.449 40.074 3.121 1.00 5.40 

10.467 40.608 2.700 1.00 5.40 
8.934 38.514 1.341 1.00 5.40 
7.920 37.952 0.376 1.00 5.40 
8.615 36.928 -0.467 1.00 5.40 
7.652 36.380 -1.469 1.00 5.40 
8.517 35.490 -2.219 1.00 5.40 
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ATOM 3573 H LYS C 85 

ATOM 3574 IHZ LYS C 85 

ATOM 3575 2HZ LYS C 85 

ATOM 3576 3HZ LYS C 85 

ATOM 3577 N MET C 86 

ATOM 3578 CA MET C 86 

ATOM 3579 C MET C 86 

ATOM 3580 0 MET C 86 

ATOM 3581 CB MET C 86 

ATOM 3582 CG MET C 86 

ATOM 3583 SD MET C 86 

ATOM 3584 CE MET C 86 

ATOM 3585 H MET C 86 

ATOM 3586 N MET C 87 
ATOM 3587 CA MET C 87 
ATOM 3588 C MET C 87 
ATOM 3589 0 MET C 87 
ATOM 3590 CB MET C 87 
ATOM 3591 CG MET C 87 
ATOM 3592 SD MET C 87 
ATOM 3593 CE MET C 87 
ATOM 3594 H MET C 87 
ATOM 3595 N SER C 88 
ATOM 3596 CA SER C 88 



8.480 41.241 0.795 1.00 20.00 
7.931 34.961 -2.879 1.00 20.00 
9.259 35.921 -2.806 1.00 20.00 
8.871 34.631 -1.757 1.00 20.00 
9.199 39.818 4.401 1.00 17.02 
10.273 40.042 5.350 1.00 17.02 
10.556 38.784 6.131 1.00 17.02 
9.828 38.420 7.043 1.00 17.02 
9.94 3 41.205 6.293 1.00 17.02 
9.833 42.554 5.576 1.00 17.02 
11.365 43.050 4.767 1.00 17.02 
12.309 43.466 6.239 1.00 17.02 
8.321 39.425 4.683 1.00 20.00 
11.689 38.147 5.793 1.00 29.14 
12.120 37.112 6.742 1.00 29.14 
13.033 37.646 7.816 1.00 29.14 
14.037 37.078 8.225 1.00 29.14 
12.808 35.921 6.104 1.00 29.14 
12.438 34.692 6.925 1.00 29.14 
13.617 33.359 6.749 1.00 29.14 
12.836 32.217 7.895 1.00 29.14 
12.251 38.496 5.044 1.00 20.00 
12.642 38.836 8.234 LOO 17.75 
13.519 39.539 9.131 1.00 17.75 



wo W/10070 



ATOM 


3597 


C 


SER C 


88 


ATOM 


3598 


0 


SER C 


88 


ATOM 


3599 


CB 


SER C 


88 


ATOM 


3600 


OG 


SER C 


88 


ATOM 


3601 


H 


SER C 


88 


ATOM 


3602 


HG 


SER C 


88 


ATOM 


3603 


N 


TYR C 


89 


ATOM 


3604 


CA 


TYR C 


89 


ATOM 


3605 


C 


TYR C 


89 


ATOM 


3606 


0 


TYR C 


89 


ATOM 


3607 


CB 


TYR C 


89 


ATOM 


3608 


CG 


TYR C 


89 


ATOM 


3609 


CDl 


TYR C 


89 


ATOM 


3610 


CD2 TYR C 


89 


ATOM 


3611 


CEl TYR C 


89 


ATOM 


3612 


CE2 TYR C 


89 


ATOM 


3613 


CZ 


TYR C 


89 


ATOM 


3614 


OH 


TYR C 


89 


ATOM 


3615 


H 


TYR C 


89 


ATOM 


3616 


HH 


TYR C 


89 


ATOM 


3617 


N 


CYS C 


90 



ATOM 3618 CA CYS C 90 
ATOM 3619 C CYS C 90 
ATOM 3620 0 CYS C 90 
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12.987 39.503 10.535 1.00 17.75 
12.814 40.509 11.205 1.00 17.75 
13.644 40.935 8.587 1.00 17.75 
14.562 41.686 9.373 1.00 17.75 
11.756 39.209 7.971 1.00 20.00 
14.024 42.406 9.661 1.00 20.00 
12.744 38.270 10.966 1.00 19.14 
12.590 38.127 12.407 1.00 19.14 
13.964 38.248 13.072 1.00 19.14 
14.897 38.805 12.500 1.00 19.14 
11.820 36.830 12.713 1.00 19.14 
12.502 35.655 12.058 1.00 19.14 
12.084 35.257 10.779 1.00 19.14 
13.554 35.014 12.738 1.00 19.14 
12.788 34.229 10.159 1.00 19.14 
14.256 33.980 12.106 1.00 19.14 
13.872 33.612 10.810 1.00 19.14 
14.581 32.623 10.167 1.00 19.14 
12.930 37.496 10.361 1.00 20.00 
14.838 31.971 10.814 1.00 20.00 
14.075 37.727 14.294 1.00 32.37 
15.400 37.814 14.906 1.00 32.37 
15.975 36.457 15.265 1.00 32.37 
15.443 35.420 14.896 1.00 32.37 
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ATOM 3621 CB CYS C 90 
ATOM 3622 SG CYS C 90 
ATOM 3623 H CYS C 90 
ATOM 3624 N THR C 91 
ATOM 3625 CA THR C 91 
ATOM 3626 C THR C 91 
ATOM 3627 0 TOR C 91 
ATOM 3628 CB TOR C 91 
ATOM 3629 OGl THR C 91 
ATOM 3630 CG2 TOR C 91 
ATOM 3631 H THR C 91 
ATOM 3632 HGl THR C 91 
ATOM 3633 N THR C 92 
ATOM 3634 CA THR C 92 
ATOM 3635 C TOR C 92 
ATOM 3636 0 TOR C 92 
ATOM 3637 CB TOR C 92 
ATOM 3638 OGl TOR C 92 
ATOM 3639 CG2 THR C 92 
ATOM 3640 H THR C 92 
ATOM 3641 HGl TOR C 92 
ATOM 3642 N GLY C 93 
ATOM 3643 CA GLY C 93 
ATOM 3644 C GLY C 93 
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15.325 38.758 16.104 1.00 32.37 
13.763 38.558 16.976 1.00 32.37 
13.312 37.291 14.773 1.00 20.00 
17.078 36.507 16.014 1.00 22.92 
17.631 35.291 16.602 1.00 22.92 
17.453 35.405 18.108 1.00 22.92 
16.545 36.090 18.551 1.00 22.92 
19.094 35.235 16.184 1.00 22.92 
19.700 36.512 16.424 1.00 22.92 
19.238 34.862 14.705 1.00 22.92 
17. 535 37. 354 16. 279 1 . 00 20. 00 
20.637 36.374 16.397 1.00 20.00 
18.348 34.794 18.904 1.00 5.61 
18.301 35.135 20.330 1.00 5.61 
18.369 36.632 20.618 1.00 5.61 
19.367 37.290 20.347 1.00 5.61 
19.432 34.407 21.051 1.00 5.61 
19.515 33.063 20.565 1.00 5.61 
19.271 34.434 22.575 1.00 5.61 
19.014 34.112 18.603 1.00 20.00 
20.118 32.608 21.140 1.00 20.00 
17.252 37.135 21.164 1.00 3.78 
17.202 38.570 21.396 1.00 3.78 
15.914 38.982 22.066 1.00 3.78 
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ATOM 3645 0 GLY C 93 
ATOM 3646 H GLY C 93 
ATOM 3647 N GLN C 94 
ATOM 3648 CA GLN C 94 
ATOM 3649 C GLN C 94 
ATOM 3650 0 GLN C 94 
ATOM 3651 CB GLN C 94 
ATOM 3652 CG GLN C 94 
ATOM 3653 CD GLN C 94 
ATOM 3654 OEl GLN C 94 
ATOM 3655 NE2 GLN C 94 
ATOM 3656 H GLN C 94 
ATOM 3657 1HE2 GLN C 94 
ATOM 3658 2HE2 GLN C 94 
ATOM 3659 N MET C 95 
ATOM 3660 CA MET C 95 
ATOM 3661 C MET C 95 
ATOM 3662 0 MET C 95 
ATOM 3663 CB MET C 95 
ATOM 3664 CG MET C 95 
ATOM 3665 SD MET C 95 
ATOM 3666 CE MET C 95 
Am 3667 H MET C 95 
ATOM 3668 N TRP C 96 



15.058 38.165 22.385 1.00 3.78 
16.427 36.586 21.303 1.00 20.00 
15.845 40.307 22.264 1.00 15.42 
14.651 40.911 22.846 1.00 15.42 
13.512 41.010 21.841 1.00 15.42 
13.470 40.305 20.841 1.00 15.42 
15.036 42.284 23.412 1.00 15.42 
15.919 42.225 24.662 1.00 15.42 
15.129 41.654 25.826 1.00 15.42 
15.286 40.514 26.235 1.00 15.42 
14.257 42.518 26.355 1.00 15.42 
16.578 40.882 21.907 1.00 20.00 
14.140 43.439 25.990 1.00 20.00 
13.737 42.206 27.149 1.00 20.00 
12.595 41.952 22.134 1.00 18.74 
11.607 42.290 21.112 1.00 18.74 
12.209 42.709 19.776 1.00 18.74 
13.317 43.223 19.684 1.00 18.74 
10.633 43.358 21.635 1.00 18.74 
11.314 44.665 22.057 1.00 18.74 
10.183 45.997 22.487 1.00 18.74 
11.415 47.240 22.920 1.00 18.74 
12.616 42.449 22.996 1.00 20.00 
11.402 42.469 18.741 1.00 3.87 
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ATOM 3669 CA TRP C 96 

ATOM 3670 C TRP C 96 

ATOM 3671 0 TRP C 96 

ATOM 3672 CB TRP C 96 

ATOM 3673 CG TRP C 96 

ATOM 3674 CDl TRP C 96 

ATOM 3675 CD2 TRP C 96 

ATOM 3676 NEl TRP C 96 

ATOM 3677 CE2 TRP C 96 

ATOM 3678 CE3 TRP C 96 

ATOM 3679 CZ2 TRP C 96 

ATOM 3680 CZ3 TRP C 96 

ATOM 3681 CH2 TRP C 96 

ATOM 3682 H TRP C 96 

ATOM 3683 HEl TRP C 96 

ATOM 3684 N ALA C 97 

ATOM 3685 CA ALA C 97 

ATOM 3686 C ALA C 97 

ATOM 3687 0 AU C 97 
ATOM 3688 CB ALA C 97 
ATOM 3689 H AU C 97 
ATOM 3690 N ARC C 98 
ATOM 3691 CA ARC C 98 
ATOM 3692 C ARC C 98 



PCT/JP97/02983 

230 

11.807 42.911 17.412 1.00 3.87 
10.624 43.548 16.734 1.00 3.87 
9.518 43.043 16.852 1.00 3.87 
12.327 41.730 16.579 1.00 3.87 
11.268 40.652 16.436 1.00 3.87 
11.013 39.591 17.318 1.00 3.87 
10.312 40.483 15.370 1.00 3.87 
9.998 38.804 16.881 1.00 3.87 
9.521 39.326 15.682 1.00 3.87 
10.042 41.227 14.204 1.00 3.87 
8.495 38.923 14.803 1.00 3.87 
9.010 40.817 13.338 1.00 3.87 
8.238 39.675 13.638 1.00 3.87 
10.547 41.965 18.891 1.00 20.00 
9.688 37.996 17.345 1.00 20.00 
10.892 44.650 16.024 1.00 3.76 
9.794 45.242 15.270 1.00 3.76 
10.204 45.489 13.840 1.00 3.76 
11.275 46.032 13.585 1.00 3.76 
9.340 46.560 15.900 1.00 3.76 
11.817 45.020 15.972 1.00 20.00 
9.326 45.029 12.930 1.00 11.69 
9.592 45.242 11.506 1.00 11.59 
8.440 45.948 10.839 1.00 11.69 
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ATOM 3693 0 ARG C 98 

ATOM 3694 CB ARG C 98 

ATOM 3695 CG ARG C 98 

ATOM 3696 CD ARG C 98 

ATOM 3697 NE ARG C 98 

ATOM 3698 CZ ARG C 98 

ATOM 3699 NHl ARG C 98 

ATOM 3700 NH2 ARG C 98 

ATOM 3701 H ARG C 98 

ATOM 3702 HE ARG C 98 

ATOM 3703 IHHl ARG C 98 

ATOM 3704 2HH1 ARG C 98 

ATOM 3705 1HH2 ARG C 98 

ATOM 3706 2HH2 ARG C 98 

ATOM 3707 N SER C 99 

ATOM 3708 CA SER C 99 

ATOM 3709 C SER C 99 

ATOM 3710 0 SER C 99 

ATOM 3711 CB SER C 99 
ATOM 3712 OG SER C 99 
ATOM 3713 H SER C 99 
ATOM 3714 HG SER C 99 
ATOM 3715 N SER C 100 
ATOM 3716 CA SER C 100 



7.280 45.688 11-133 1.00 11.69 
9.830 43.938 10.738 1.00 11.69 
10.886 43.027 11.347 1.00 11.69 
12.225 43.716 11.560 1.00 11.69 
13.131 42.856 12.316 1.00 11.69 
14.443 42.914 12.074 1.00 11.69 
15.314 42.219 12.799 1.00 11.69 
14.864 43.706 11.105 1.00 11.69 
8.465 44.621 13.246 1.00 20.00 
12.756 42.194 12.966 1.00 20.00 
16.301 42.347 12.693 1.00 20.00 
14.993 41.549 13.468 1.00 20.00 
15.845 43.906 11.040 1.00 20.00 
14.237 44.192 10.499 1.00 20.00 
8.806 46.839 9.913 1.00 7.28 
7.720 47.440 9.156 1.00 7.28 

7.749 4 7.126 7.678 1.00 7.28 
8.790 47.124 7.032 1.00 7.28 
7.697 48.944 9.396 1.00 7.28 
8.948 49.559 9.072 1.00 7.28 

9.750 47.106 9.728 1.00 20.00 
9.129 50.199 9.749 1.00 20.00 
6.533 46.894 7.168 1.00 2.73 
6.417 46.751 5.722 1.00 2.73 
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ATOM 


3717 


C 


SER C 100 


ATOM 


3718 


0 


SER C 100 


ATOM 


3719 


CB 


SER C 100 


ATOM 


3720 


OG 


SER C 100 


ATOM 


3721 


H 


SER C 100 


ATOM 


3722 


HG 


SER C 100 


ATOM 


3723 


N 


TYR C 101 


ATOM 


3724 


CA 


TYR C 101 


ATOM 


3725 


C 


TYR C 101 


ATOM 


3726 


0 


TYR C 101 


ATOM 


3727 


CB 


TYR C 101 


ATOM 


3728 


CG 


TYR C 101 



ATOM 3729 GDI TYR C 101 

ATOM 3730 CD2 TYR C 101 

ATOM 3731 CEl TYR C 101 

ATOM 3732 GE2 TYR C 101 

ATOM 3733 CZ TYR C 101 

ATOM 3734 OH TYR C 101 

ATOM 3735 H TYR C 101 

ATOM 3736 HH TYR C 101 

ATOM 3737 N LEU C 102 

ATOM 3738 CA LEU C 102 

ATOM 3739 C LEU C 102 

ATOM 3740 0 LEU C 102 
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5.485 47.803 5.156 1.00 2.73 

4.370 47.971 5.626 1.00 2.73 

5.930 4 5.344 5.368 1.00 2.73 

6.869 44.368 5.837 1.00 2.73 

5.720 46.875 7.758 1.00 20.00 

6.414 43.534 5.838 1.00 20.00 

6.001 48.510 4.133 1.00 2.72 

5.171 49.531 3.481 1.00 2.72 

5.090 49.285 1.995 1.00 2.72 

6.113 49.072 1.367 1.00 2.72 

5.753 50.933 3.700 1.00 2.72 

4.918 51.981 2.993 1.00 2.72 

3.771 52.511 3.618 1.00 2.72 

5.309 52.384 1.703 1.00 2.72 

3.003 53.473 2.941 1.00 2.72 

4.534 53.331 1.021 1.00 2.72 

3.409 53.885 1.656 1.00 2.72 

2.706 54.874 0.997 1.00 2.72 

6.935 48.332 3.829 1.00 20.00 

3.125 55.063 0.169 1.00 20.00 

3.873 49.322 1.460 1.00 17.88 

3.663 49.070 0.037 1.00 17.88 
2.963 50.276 -0.569 1.00 17.88 
2.228 50.966 0.126 1.00 17.88 
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ATOM 3741 CB LEU C 102 
ATOM 3742 CG LEU C 102 
ATOM 3743 CDl LEU C 102 
ATOM 3744 CD2 LEU C 102 
ATOM 3745 H LEU C 102 
ATOM 3746 N GLY C 103 
ATOM 3747 CA GLY C 103 
ATOM 3748 C GLY C 103 
ATOM 3749 0 GLY C 103 
ATOM 3750 H GLY C 103 
ATOM 3751 N ALA C 104 
ATOM 3752 CA ALA C 104 
ATOM 3753 C ALA C 104 
ATOM 3754 0 ALA C 104 
ATOM 3755 CB AU C 104 
ATOM 3756 H AU C 104 
ATOM 3757 N VAL C 105 
ATOM 3758 CA VAL C 105 
ATOM 3759 C VAL C 105 
ATOM 3760 0 VAL C 105 
ATOM 3761 CB VAL C 105 
ATOM 3762 CGI VAL C 105 
ATOM 3763 CG2 VAL C 105 
ATOM 3764 H VAL C 105 



2.818 47.798 -0.127 1.00 17.88 
3.577 46.457 -0.131 1.00 17.88 
4.571 46.406 -1.285 1.00 17.88 
4.240 46.067 1.193 1.00 17.88 
3.109 49.642 2.020 1.00 20.00 
3.225 50.519 -1.864 1.00 5.34 
2.573 51.686 -2.462 1.00 5.34 
2.863 51.846 -3.942 1.00 5.34 
4.020 51.837 -4.340 1.00 5.34 
3.831 49.946 -2.417 1.00 20.00 
1.778 51.979 -4.734 1.00 6.66 
1.962 52.109 -6.184 1.00 6.66 
0.713 52.555 -6.929 1.00 6.66 
-0.366 52.617 -6.354 1.00 6.66 
2.428 50.784 -6.771 1.00 6.66 
0.854 51.959 -4.339 1.00 20.00 
0.907 52.877 -8.227 1.00 2.80 
-0.232 53.351 -9.022 1.00 2.80 
-0.758 52.333 -10.009 1.00 2.80 
-0.016 51.701 -10.751 1.00 2.80 
0.128 54.647 -9.752 1.00 2.80 
-0.998 55.205 -10.620 1.00 2.80 
0.526 55.682 -8.723 1.00 2.80 
1.802 52.799 -8.671 1.00 20.00 



wo 98/10070 



PCT/JP97/02983 



ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
ATOM 
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3765 N PHE C 106 -2. 094 

3766 CA PHE C 106 -2.736 

3767 C PHE C 106 -3.996 

3768 0 PHE C 106 -4.599 

3769 CB PHE C 106 -3.028 

3770 CG PHE C 106 -1-754 

3771 CDl PHE C 106 -1.411 
o'7'7') rno PHP r infi -0.932 

3773 CEl PHE C 106 -0-288 

3774 CE2 PHE C 106 0. 193 

3775 CZ PHE C 106 0.487 

3776 H PHE C 106 -2.628 

3777 N ASN C 107 -4.382 

3778 CA ASN C 107 -5. 709 

3779 C ASN C 107 -6. 748 

3780 0 ASN C 107 -6.746 

3781 CB ASN C 107 -5. 915 

3782 CG ASN C 107 -5. 166 

3783 GDI ASN C 107 -5. 649 

3784 ND2 ASN C 107 -3. 922 

3785 H ASN C 107 -3. 904 

3786 1HD2 ASN C 107 -3. 594 

3787 2HD2 ASN C 107 -3. 299 

3788 N LEU C 108 -7.641 



52.216 
51.196 - 
51.740 - 
52.678 - 
49.984 
49. 378 
49.587 
48.582 
48.929 
47.923 
48. 084 
52.794 
51.142 
51.517 
50.571 
49. 387 
51.449 
52. 525 
53. 583 
52. 156 
50. 331 
51.279 
52.753 
51.157 



-9. 978 
■10.798 
■11.470 
-10.965 
-9.900 
-9.328 
-7.974 
-10.150 
-7.433 
-9.623 
-8.256 
-9. 354 
-12.622 
-13.142 
-12.633 
-12.948 
-14.658 
-15.382 
-15. 757 
-15. 595 
-12.952 
-15.246 
-16.097 
-11.846 



1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 2.81 
1.00 20.00 
1.00 6.84 
1.00 6.84 
1.00 6.84 
1.00 6.84 
1.00 6.84 
1.00 6.84 
1.00 6.84 
LOO 6.84 
1.00 20.00 
1.00 20.00 
1.00 20.00 
1.00 5.08 



wo 98/10070 



ATOM 


3789 


CA 


LEU C 108 


ATOM 


3790 


C 


LEU C 108 


ATOM 


3791 


0 


LEU C 108 


ATOM 


3792 


CB 


LEU C 108 


ATOM 


3793 


CG 


LEU C 108 


ATOM 


3794 


CDl 


LEU C 108 


ATOM 


3795 


CD2 LEU C 108 


ATOM 


3796 


H 


LEU C 108 


ATOM 


3797 


N 


THR C 109 


ATOM 


3798 


CA 


THR C 109 


ATOM 


3799 


C 


THR C 109 


ATOM 


3800 


0 


m C 109 


ATOM 


3801 


CB 


THR C 109 


ATOM 


3802 


OGl THR C 109 


ATOM 


3803 


CG2 THR C 109 


ATOM 


3804 


H 


THR C 109 



ATOM 3805 HGl THR C 109 

ATOM 3806 N SER C 110 

ATOM 3807 CA SER C 110 

ATOM 3808 C SER C 110 

ATOM 3809 0 SER C 110 

ATOM 3810 CB SER C 110 

ATOM 3811 OG SER C 110 

ATOM 3812 H SER C 110 
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-8.746 50.318 -11.421 1.00 5.08 
-9.997 50.627 -12.210 1.00 5.08 
-10.079 51.625 -12.924 1.00 5.08 
-8.927 50.447 -9.911 1.00 5.08 
-7.644 50.048 -9.172 1.00 5.08 
-7.678 50.439 -7.699 1.00 5.08 
-7.303 48.569 -9.359 1.00 5.08 
-7.608 52.146-11.684 1.00 20.00 
-10.948 49.702 -12.060 1.00 3.97 
-12.199 49.845 -12.791 1.00 3.97 
-13.303 49.877 -11.750 1.00 3.97 
-13.088 49.518 -10.603 1.00 3.97 
-12.356 48.647 -13.749 1.00 3.97 
-11.129 48.393 -14.446 1.00 3.97 
-13.487 48.810 -14.772 1.00 3.97 
-10.874 48.979 -11.366 1.00 20.00 
-11.301 47.635 -14.983 1.00 20.00 
-14.510 50.283 -12.158 1-00 5.78 
-15.602 49.995 -11.231 1.00 5.78 
-15.764 48.509 -10.919 1.00 5.78 
-15.531 47.653 -11.766 1.00 5.78 
-16.888 50.580 -11.800 1.00 5.78 
-16.641 51.935-12.192 1.00 5.78 
-14.690 50.720 -13.039 1.00 20.00 



# 

wo 98/10070 



ATOM 


3813 


HG 


SER C 110 


ATOM 


3814 


N 


ALA C 111 


ATOM 


3815 


CA 


AU C 111 


ATOM 


3816 


C 


AU C 111 


ATOM 


3817 


0 


ALA C 111 


ATOM 


3818 


CB 


ALA C 111 


ATOM 


3819 


H 


AU C 111 


ATOM 


3820 


N 


ASP C 112 


ATOM 


3821 


CA 


ASP C 112 


ATOM 


3822 


C 


ASP C 112 


ATOM 


3823 


0 


ASP C 112 


ATOM 


3824 


CB 


ASP C 112 


ATOM 


3825 


CG 


ASP C 112 


ATOM 


3826 


ODl ASP C 112 



ATOM 3827 002 ASP C 112 

ATOM 3828 H ASP C 112 

ATOM 3829 N HIS C 113 

ATOM 3830 CA HIS C 113 

ATOM 3831 C HIS C 113 

ATOM 3832 0 HIS C 113 

ATOM 3833 CB HIS C 113 
ATOM 3834 CG HIS C 113 
ATOM 3835 NDl HIS C 113 
ATOM 3836 CD2 HIS C 113 
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-16.930 52.472 -11.456 1.00 20.00 
-16.179 48.276 -9.658 1.00 23.23 
-16.587 46.975 -9.117 1.00 23.23 
-15.509 46.036 -8.612 1.00 23.23 
-15.815 45.076 -7.911 1.00 23.23 
-17.522 46.190-10.051 1.00 23.23 
-16.131 49.058 -9.033 1.00 20.00 
-14.244 46.320 -8.968 1.00 12.39 
-13.272 45.377 -8.430 1.00 12.39 
-12.940 45.570 -6.963 1.00 12.39 
-13.185 46.622 -6.380 1.00 12.39 
-12.054 45.235 -9.349 1.00 12.39 
-11.065 46.384 -9.373 1.00 12.39 
-9.871 46.109 -9.297 1.00 12.39 
-11.469 47.531 -9.515 1.00 12.39 
-13.933 47.126 -9.478 1.00 20.00 
-12.439 44.465 -6.385 1.00 16.60 
-12.106 44.527 -4.965 1.00 16.60 
-10.614 44.536 -4.754 1.00 16.60 
-9.888 43.789 -5.395 1.00 16.60 
-12.651 43.333 -4.183 1.00 16.60 
-14.155 43.312 -4.085 1.00 16.60 
-14.951 42.861 -5.068 1.00 16.60 
-14.949 43.695 -2.999 1.00 16.60 



wo 98/10070 

ATOM 3837 CEl HIS C 113 
ATOM 3838 NE2 HIS C 113 
ATOM 3839 H HIS C 113 
ATOM 3840 HDl HIS C 113 
ATOM 3841 N LEU C 114 
ATOM 3842 CA LEU C 114 
ATOM 3843 C LEU C 114 
ATOM 3844 0 LEU C 114 
ATOM 3845 CB LEU C 114 
ATOM 3846 CG LEU C 114 
ATOM 3847 CDl LEU C 114 
ATOM 3848 CD2 LEU C 114 
ATOM 3849 H LEU C 114 
ATOM 3850 N TYR C 115 
ATOM 3851 CA TYR C 115 
ATOM 3852 C TYR C 115 
ATOM 3853 0 TYR C 115 
ATOM 3854 CB TYR C 115 
ATOM 3855 CG TYR C 115 
ATOM 3856 CDl TYR C 115 
ATOM 3857 CD2 TYR C 115 
ATOM 3858 CEl TYR C 115 
ATOM 3859 CE2 TYR C 115 
ATOM 3860 CZ TYR C 115 
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-16.241 42.954 
-16.242 43.465 
-12.192 43.669 
-14.660 42.542 
-10.190 45.370 
-8.805 45.190 
-8.771 44.644 
-9.650 44.950 
-8. 000 46. 485 
-7.974 47.270 
-6.918 48.360 
-7.760 46.410 
-10. 844 45. 965 
-7.735 43.842 
-7.600 43.353 
-6.159 43.351 
-5.250 43.393 
-8.093 41.932 
-9.512 41.669 
-10.527 41.731 
-9.769 41.314 
-11.843 41.426 
-11.085 41.006 
-12.111 41.094 



PCT/JP97/02983 

-4.618 1.00 16.60 
-3.346 1.00 16.60 
-6.945 1.00 20.00 
-5.948 1.00 20.00 
-3.799 1.00 5.46 
-3.367 1.00 5.46 
-1.968 1.00 5.46 
-1.171 1.00 5.46 
-3.364 1.00 5.46 
-4.668 1.00 5.46 
-4.584 1.00 5.46 
-5.906 1.00 5.46 
-3.326 1.00 20.00 
-1.701 1.00 8.89 
-0.332 1.00 8.89 
0.095 1.00 8.89 
-0.726 1.00 8.89 
-0.146 1.00 8.89 
-0.563 1.00 8.89 
0.410 1.00 8.89 
-1.901 1.00 8.89 
0.032 1.00 8.89 
-2.275 1.00 8.89 
-1.310 1.00 8.89 



wo 98/10070 

ATOM 3861 OH TYR C 115 

ATOM 3862 H TYR C 115 

ATOM 3863 HH TYR C 115 

ATOM 3864 N VAL C 116 

ATOM 3865 CA VAL C 116 

ATOM 3866 C VAL C 116 

ATOM 3867 0 VAL C 116 



ATnXJ '58fi8 PR VAT. r. 116 



ATOM 3869 CGI VAL C 116 

ATOM 3870 CG2 VAL C 116 

ATOM 3871 H VAL C 116 

ATOM 3872 N ASN C 117 

ATOM 3873 CA ASN C 117 

ATOM 3874 C ASN C 117 

ATOM 3875 0 ASN C 117 

ATOM 3876 CB ASN C 117 

ATOM 3877 CG ASN C 117 

ATOM 3878 ODl ASN C 117 

ATOM 3879 ND2 ASN C 117 

ATOM 3880 H ASN C 117 

ATOM 3881 1HD2 ASN C 117 

ATOM 3882 2HD2 ASN C 117 

ATOM 3883 N VAL C 118 

ATOM 3884 CA VAL C 118 
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-13.427 40.877 
-7.089 43.583 
-13.500 40.898 
-6.003 43.353 
-4.655 43.500 
-4.427 42.616 
-4.921 42.892 
-4.391 44.958 
-3. 047 45. 146 
-4.431 45.833 
-6.795 43.259 
-3.635 41.564 
-3. 425 40. 689 
-1.998 40.449 
-1.065 40.561 
-4.121 39.345 
-5. 592 39. 615 
-6.204 40.373 
-6.137 38.982 
-3.275 41.370 
-5.613 38.450 
-7. 069 39. 135 
-1.895 40.104 
-0.593 39.711 



PCT/JP97/02983 

-1.680 1.00 8.89 
-2.428 1.00 20.00 
-2.625 1.00 20.00 
1.429 1.00 5.15 
1.969 1.00 5.15 
3.167 1.00 5.15 
4.254 1.00 5.15 
2.347 1.00 5.15 
3.028 1.00 5.15 
1.114 1.00 5.15 
2.033 1.00 20.00 
2.923 1.00 8.77 
4.070 1.00 8.77 
4.438 1.00 8.77 
3.650 1.00 8.77 
3.930 1.00 8.77 
3.829 1.00 8.77 
4.562 1.00 8.77 
2.834 1.00 8.77 
2.006 1.00 20.00 
2.164 1.00 20.00 
2.531 1.00 20.00 
5.721 1.00 2.80 
6.231 1.00 2.80 



wo 98/10070 



ATOM 


3885 


C 


VAL C 118 


ATOM 


3886 


0 


VAL C 118 


ATOM 


3887 


CB 


VAL C 118 


ATOM 


3888 


CGI VAL C 118 


ATOM 


3889 


CG2 VAL C 118 


ATOM 


3890 


H 


VAL C 118 


ATOM 


3891 


N 


SER C 119 


him 


3892 


CA 


SER C 119 


ATOM 


3893 


C 


SER C 119 


ATOM 


3894 


0 


SER C 119 


ATOM 


3895 


CB 


SER C 119 


ATOM 


3896 


OG 


SER C 119 


ATOM 


3897 


H 


SER C 119 


ATOM 


3898 


HG 


SER C 119 


ATOM 


3899 


N 


GLU C 120 


ATOM 


3900 


CA 


GLU C 120 


ATOM 


3901 


C 


GLU C 120 


ATOM 


3902 


0 


GLU C 120 



ATOM 3903 CB GLU C 120 

ATOM 3904 CG GLU C 120 

ATOM 3905 CD GLU C 120 

Aim 3906 OEl GLU C 120 

ATOM 3907 0E2 GLU C 120 

ATOM 3908 H GLU C 120 
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-0.635 38.220 6.429 1.00 2.80 

-1.697 37.681 6.704 1.00 2.80 

-0.353 40.435 7.559 1.00 2.80 

0.916 40.010 8.299 1.00 2.80 

-0.376 41.939 7.324 1.00 2.80 

-2.718 39.935 6.266 1.00 20.00 

0.535 37.580 6.321 1.00 3.07 

0.547 36.208 6.827 1.00 3.07 

0.075 36.075 8.291 1.00 3.07 

-1.027 35.625 8.587 1.00 3.07 

1.928 35.591 6.539 1.00 3.07 

2.980 36.438 7.029 1.00 3.07 
1.366 38.081 6.067 1.00 20.00 
3.428 35.915 7.707 1.00 20.00 
0.930 36.509 9.223 1.00 12.56 

0.538 36.236 10.608 1.00 12.56 

0.004 37.435 11.360 1.00 12.56 

0.721 38.386 11.647 1.00 12.56 

1.681 35.651 11.452 1.00 12.56 

2.348 34.312 11.093 LOO 12.56 
3.027 34.367 9.742 1.00 12.56 
3.641 35.387 9.440 1.00 12.56 
2.931 33.398 8.990 1.00 12.56 
1.813 36.922 8.983 1.00 20.00 




wo 98/10070 



ATOM 


3909 


N 


LEU C 121 


ATOM 


3910 


CA 


LEU C 121 


ATOM 


3911 


C 


LEU C 121 


ATOM 


3912 


0 


LEU C 121 


ATOM 


3913 


CB 


LEU C 121 


ATOM 


3914 


CG 


LEU C 121 


ATOM 


3915 


CDl 


LEU C 121 


ATOM 


3916 


CD2 


LEU C 121 


ATOM 


3917 


H 


LEU C 121 


ATOM 


3918 


N 


SER C 122 


ATOM 


3919 


CA 


SER C 122 


ATOM 


3920 


C 


SER C 122 


ATOM 


3921 


0 


SER C 122 


ATOM 


3922 


CB 


SER C 122 


ATOM 


3923 


OG 


SER C 122 


ATOM 


3924 


H 


SER C 122 


ATOM 


3925 


HG 


SER C 122 


ATOM 


3926 


N 


LEU C 123 


ATOM 


3927 


CA 


LEU C 123 


ATOM 


3928 


C 


LEU C 123 


ATOM 


3929 


0 


LEU C 123 


ATOM 


3930 


CB 


LEU C 123 


ATOM 


3931 


CG 


LEU C 123 


ATOM 


3932 


CDl LEU C 123 
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-1.281 37.351 11.733 1.00 16.20 

-1.776 38.546 12.420 1.00 16.20 

-1.412 38.676 13.892 1.00 16.20 

-1.465 39.747 14.485 1.00 16.20 

-3.259 38.801 12.140 1.00 16.20 

-3.542 39.252 10.702 1.00 16.20 

-2.592 40.361 10.277 1.00 16.20 

-3.564 38.129 9.669 1.00 16.20 

-1.868 36.575 11.492 1.00 20.00 

-0.917 37.546 14.431 1.00 8.33 

-0.237 37.593 15.728 1.00 8.33 

0.909 38.589 15.825 1.00 8.33 

1.248 39.085 16.890 1.00 8.33 

0.288 36.206 16.078 1.00 8.33 

-0.667 35.221 15.673 1.00 8.33 

-1.050 36.661 13.986 1.00 20.00 

-0.389 34.411 16.078 1.00 20.00 

1.493 38.855 14.641 1.00 10.07 

2.577 39.833 14.580 1.00 10.07 

2.158 41.266 14.832 1.00 10.07 

2.977 42.114 15.160 1.00 10.07 

3.221 39.824 13.204 1.00 10.07 

3.772 38.495 12.713 1.00 10.07 

3.961 38.536 11.198 1.00 10.07 



wo 98/10070 

ATOM 3933 CD2 LEU C 123 

ATOM 3934 H LEU C 123 

ATOM 3935 N VAL C 124 

ATOM 3936 CA VAL C 124 

ATOM 3937 C VAL C 124 

ATOM 3938 0 VAL C 124 

ATOM 3939 CB VAL C 124 

ATOM 3940 CGI VAL C 124 

ATOM 3941 CG2 VAL C 124 

ATOM 3942 H VAL C 124 

ATOM 3943 N ASN C 125 

ATOM 3944 CA ASN C 125 

ATOM 3945 C ASN C 125 

ATOM 3946 0 ASN C 125 

ATOM 3947 CB ASN C 125 

ATOM 3948 CG ASN C 125 

ATOM 3949 ODl ASN C 125 

ATOM 3950 ND2 ASN C 125 

ATOM 3951 H ASN C 125 

ATOM 3952 1HD2 ASN C 125 

ATOM 3953 2HD2 ASN C 125 

ATOM 3954 N PHE C 126 

ATOM 3955 CA PHE C 126 

ATOM 3956 C PHE C 126 



PCT/JP97/02983 
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5.031 38.075 13.468 1.00 10.07 
1.154 38.448 13.789 1.00 20.00 
0.862 41.525 14.587 1.00 5.90 
0.517 42.935 14.459 1.00 5.90 
0.587 43.712 15.750 1.00 5.90 
0.065 43.349 16.797 1.00 5.90 
-0.827 43.121 13.742 1.00 5.90 
-1.211 44.586 13.507 1.00 5.90 
-0.742 42.418 12.395 1.00 5.90 
0.165 40.808 14.518 1.00 20.00 
1.286 44.839 15.593 1.00 5.82 
1.253 45.780 16.696 1.00 5.82 
0.001 46.605 16.639 1.00 5.82 
-0.386 47.103 15.591 1.00 5.82 
2.455 46.712 16.655 1.00 5.82 
3.695 45.953 17.048 1.00 5.82 
3.674 45.044 17.871 1.00 5.82 
4.794 46.399 16.421 1.00 5.82 
1.631 45.065 14.679 1.00 20.00 
4.758 47.221 15.853 1.00 20.00 
5.659 45.905 16.501 1.00 20.00 
-0.588 46.754 17.829 1.00 7.35 
-1.587 47.809 17.914 1.00 7.35 
-1.199 48.815 18.956 1.00 7.35 




wo 98/10070 



ATOM 


3957 


0 


PHE C 126 


ATOM 


3958 


CB 


PHE C 126 


ATOM 


3959 


CG 


PHE C 126 


ATOM 


3960 


CDl 


PHE C 126 


ATOM 


3961 


CD2 


PHE C 126 


ATOM 


3962 


CEl 


PHE C 126 


ATOM 


3963 


CE2 


PHE C 126 


ATflM 

« * A V«a«i 


3964 


GZ 


PHE C 126 


ATOM 


3965 


H 


PHE C 126 


ATOM 


3966 


N 


GLU C 127 


ATOM 


3967 


CA 


GLU C 127 


ATOM 


3968 


C 


GLU C 127 


ATOM 


3969 


0 


GLU C 127 


ATOM 


3970 


CB 


GLU C 127 


ATOM 


3971 


CG 


GLU C 127 


ATOM 


3972 


CD 


GLU C 127 


ATOM 


3973 


OEl GLU C 127 


ATOM 


3974 


0E2 GLU C 127 


ATOM 


3975 


H 


GLU C 127 


ATOM 


3976 


N 


GLU C 128 


ATOM 


3977 


CA 


GLU C 128 


ATOM 


3978 


C 


GLU C 128 


ATOM 


3979 


0 


GLU C 128 


ATOM 


3980 


CB 


GLU C 128 
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-2.028 49.398 19.641 1.00 7.35 
-2.980 47.275 18.224 1.00 7.35 
-3.392 46.261 17.190 1.00 7.35 
-3.254 44.893 17.499 1.00 7.35 
-3.914 46.690 15.950 1.00 7.35 
-3.677 43.930 16.566 1.00 7.35 
-4.343 45.727 15.017 1.00 7.35 
-4.235 44.358 15.343 1.00 7.35 
-0,328 46.220 18.634 1.00 20.00 
0. 131 48.999 19.056 1.00 24.73 
0.501 50.103 19.932 1.00 24.73 
0.000 51.423 19.378 1.00 24.73 
-0.527 52.267 20.088 1.00 24.73 
2.006 50.161 20.162 1.00 24.73 
2.354 51.265 21.170 1.00 24.73 
2.781 50.661 22.483 1.00 24.73 
3.935 50.873 22.856 1.00 24.73 
1.977 49.974 23.110 1.00 24.73 
0.769 48.539 18.441 1.00 20.00 
0.196 51.549 18.052 1.00 23.04 
-0.125 52.847 17.475 1.00 23.04 
-0.744 52.724 16.096 1.00 23.04 
-0.960 51.626 15.599 1.00 23.04 
1.159 53.647 17.451 1.00 23.04 
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ATOM 


3981 


CG 


GLU C 128 


ATOM 


3982 


CD 


GLU C 128 


ATOM 


3983 


DEI 


GLU C 128 


ATOM 


3984 


0E2 


GLU C 128 


ATOM 


3985 


H 


GLU C 128 


ATOM 


3986 


N 


SER C 129 


ATOM 


3987 


CA 


SER C 129 


ATOM 


3988 


C 


SER C 129 


ATOM 


3989 


0 


SER C 129 


ATOM 


3990 


CB 


SER C 129 


ATOM 


3991 


OG 


SER C 129 


ATOM 


3992 


H 


SER C 129 


ATOM 


3993 


HQ 


SER C 129 


ATOM 


3994 


N 


GLN C 130 


ATOM 


3995 


CA 


GLN C 130 


ATOM 


3996 


C 


GLN C 130 


ATOM 


3997 


0 


GLN C 130 


ATOM 


3998 


CB 


GLN C 130 


Km 


3999 


CG 


GLN C 130 


ATOM 


4000 


CD 


GLN C 130 


ATOM 


4001 


OEl GLN C 130 


ATOM 


4002 


NE2 GLN C 130 


ATOM 


4003 


H 


GLN C 130 


ATOM 


4004 


1HE2 GLN C 130 
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1.605 54.203 18.810 1.00 23.04 

1.107 55.618 19.019 1.00 23.04 

0.356 56.125 18.180 1.00 23.04 

1.493 56.211 20.027 1.00 23.04 

0.566 50.822 17.466 1.00 20.00 

-0.999 53.889 15.469 1.00 19.86 

-1.846 53.943 14.262 1.00 19.86 

-1.339 53.305 12.969 1.00 19.86 

-1.933 53.394 11.903 1.00 19.86 

-2.223 55.400 13.991 1.00 19.86 

-2.331 56.091 15.240 1.00 19.86 

-0.769 54.758 15.918 1.00 20.00 

-2.530 57.003 15.034 1.00 20.00 

-0.171 52.674 13.114 1.00 15.57 

0.662 52.233 12.003 1.00 15.57 

0.054 51.392 10.884 1.00 15.57 

0.416 51.529 9.722 1.00 15.57 

1.870 51.549 12.624 1.00 15.57 

1.560 50.341 13.533 1.00 15.57 

1.919 50.583 14.997 1.00 15.57 

1.513 49.865 15.902 1.00 15.57 

2.705 51.641 15.229 1.00 15.57 
0.143 52.554 14.051 1.00 20.00 
3. 123 52. 223 14 .534 1 . 00 20. 00 
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ATOM 4005 2HE2 GLN C 130 

ATOM 4006 N THR C 131 

ATOM 4007 CA THR C 131 

ATOM 4008 C THR C 131 

ATOM 4009 0 THR C 131 



ATOM 


4010 


CB 


TOR C 131 


ATOM 


4011 


GGl THR C 131 


ATfMl* 

i i 1 \jin 




CG2 THR G 131 


ATOM 


4013 


H 


THR C 131 


ATOM 


4014 


HGl THR C 131 


ATOM 


4015 


N 


PHE C 132 


ATOM 


4016 


CA 


PHE C 132 


ATOM 


4017 


C 


PHE C 132 


•ATOM 


4018 


0 


PHE C 132 


ATOM 


4019 


CB 


PHE C 132 


ATOM 


4020 


CG 


PHE C 132 


ATOM 


4021 


CDl PHE C 132 


ATOM 


4022 


CD2 PHE C 132 


ATOM 


4023 


CEl PHE C 132 


ATOM 


4024 


CE2 PHE C 132 


ATOM 


4025 


CZ 


PHE C 132 


ATOM 


4026 


H 


PHE C 132 


ATOM 


4027 


N 


PHE C 133 


ATOM 


4028 


CA 


PHE C 133 
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2.869 51.883 
-0.853 50.493 
-1.370 49.568 
-2.605 50.079 
-3.688 50.213 
-1.576 48.188 
-0.308 47.671 
-2.272 47.177 
-1.174 50.479 
-0.515 46.906 
-2.362 50.355 
-3. 390 50. 993 
-3. 364 50. 552 
-2. 350 50. 071 
-3. 301 52. 525 
-1.974 53.089 
-1.638 53.094 
-1.094 53.624 
-0.403 53.626 
0. 140 54. 162 
0.474 54.154 
-1.463 50.132 
-4.504 50.776 
-4.576 50.554 
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16.183 1.00 20.00 
11.288 1.00 3.96 
10.285 1.00 3.96 
9.567 1.00 3.96 
10.133 1.00 3.96 
10.921 1.00 3.96 
11.357 1.00 3.96 
10.005 1.00 3.96 
12.233 1.00 20.00 
11.880 1.00 20.00 
8.276 1.00 6.06 
7.464 1.00 6.06 
6.015 1.00 6.06 
5.530 1.00 6.06 
7.578 1.00 6.06 
7.114 1.00 6.06 
5.741 1.00 6.06 
8.078 1.00 6.06 
5.329 1.00 6.06 
7.669 1.00 6.06 
6.299 1.00 6.06 
7.889 1.00 20.00 
5.344 1.00 7.15 
3.898 1.00 7.15 
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ATOM 4029 C PHE C 133 
ATOM 4030 0 PHE C 133 
ATOM 4031 CB PHE C 133 
ATOM 4032 CG PHE C 133 
ATOM 4033 CDl PHE C 133 
ATOM 4034 CD2 PHE C 133 
ATOM 4035 CEl PHE C 133 
ATOM 4036 CE2 PHE C 133 
ATOM 4037 CZ PHE C 133 
ATOM 4038 H PHE C 133 
ATOM 4039 N GLY C 134 
ATOM 4040 CA GLY C 134 
ATOM 4041 C GLY C 134 
ATOM 4042 0 GLY C 134 
ATOM 4043 H GLY C 134 
ATOM 4044 N LEU C 135 
ATOM 4045 CA LEU C 135 
ATOM 4046 C LEU C 135 
ATOM 4047 0 LEU C 135 
ATOM 4048 CB LEU C 135 
ATOM 4049 CG LEU C 135 
ATOM 4050 CDl LEU C 135 
ATOM 4051 CD2 LEU C 135 
ATOM 4052 H LEU C 135 
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-5.443 51.623 
-6.517 51.917 
-5.147 49.157 
-5.481 48.927 
-4.545 49.243 
-6.741 48.379 
-4.873 49.013 
-7. 064 48. 136 
-6.130 48.458 
-5.301 51.117 
-4.955 52.195 
-5. 798 53. 226 
-5.561 53.468 
-4.524 53.119 
-4.078 51.938 
-6.594 54.081 
-6.529 54.401 
-6.875 55.847 
-7.510 56.478 
-7.547 53.645 
-7.688 52.141 
-8.661 51.586 
-6.357 51.409 
-7.325 54.458 
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3.274 1.00 7.15 
3.775 1.00 7.15 
3.606 1.00 7.15 
2.144 1.00 7.15 
1.132 1.00 7.15 
1.820 1.00 7.15 
-0.217 1.00 7.15 
0.470 1.00 7.15 
-0.535 1.00 7.15 
5.852 1.00 20.00 
2.170 1.00 4.00 
1.589 1.00 4.00 
0.120 1.00 4.00 
-0.435 1.00 4.00 
1.757 1.00 20.00 
-0.479 1.00 5.48 
-1.903 1.00 5.48 
-2.125 1.00 5.48 
-1.289 1.00 5.48 
-2.759 1.00 5.48 
-2.591 1.00 5.48 
-3.631 1.00 5.48 
-2.618 1.00 5.48 
0.095 1.00 20.00 
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ATOM 


4053 


N 


TYR C 136 


ATOM 


4054 


CA 


TYR C 136 


ATOM 


4055 


C 


TYR C 136 


ATOM 


4056 


0 


TYR C 136 


ATOM 


4057 


CB 


TYR C 136 


ATOM 


4058 


CG 


TYR C 136 


ATOM 


4059 


CDl 


TYR C 136 


ATOf^ 


4060 


CD2 TYR C 136 


ATOM 


4061 


CEl 


TYR C 136 


ATOM 


4062 


CE2 TYR C 136 


ATOM 


4063 


CZ 


TYR C 136 


ATOM 


4064 


OH 


TYR C 136 


ATOM 


4065 


H 


TYR C 136 


ATOM 


4066 


HH 


TYR C 136 


ATOM 


4067 


N 


LYS C 137 


ATOM 


4068 


CA 


LYS C 137 


ATOM 


4069 


C 


LYS C 137 


ATOM 


4070 


0 


LYS C 137 



ATOM 4071 CB LYS C 137 

ATOM 4072 CG LYS C 137 

ATOM 4073 CD LYS C 137 

ATOM 4074 CE LYS C 137 

ATOM 4075 NZ LYS C 137 

ATOM 4076 H LYS C 137 
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-6.500 56.309 -3.325 1.00 5.12 
-7.083 57.553 -3.823 1.00 5.12 
-6.940 57.684 -5.318 1.00 5.12 
-5.937 57.281 -5.889 1.00 5.12 
-6.510 58.792 -3.124 1.00 5.12 
-5.000 58.809 -3.108 1.00 5.12 
-4.314 58.036 -2.151 1.00 5.12 
-4.321 59.629 -4.030 1.00 5.12 
-2.919 58.140 -2.065 1.00 5.12 
-2.926 59.740 -3.934 1.00 5.12 
-2.248 59.021 -2.932 1.00 5.12 
-0.885 59.194 -2.809 1.00 5.12 
-5.801 55.809 -3.844 1.00 20.00 
-0. 519 59. 268 -3. 679 1 . 00 20. 00 
-7.985 58.263 -5.926 1.00 11.54 
-7.861 58.523 -7.359 1.00 11.54 
-6.972 59.720 -7.657 1.00 11.54 
-7.009 60.724 -6.954 1.00 11.54 
-9.252 58.650 -8.007 1.00 11.54 
-9.183 58.690 -9.538 1.00 11.54 
-10.507 58.674 -10.297 1.00 11.54 
-10.236 58.897 -11.788 1.00 11.54 
-11.439 58.630 -12.591 1.00 11.54 
-8.766 58.559 -5.373 1.00 20.00 
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ATftM 


4077 


IHZ 


LYS C 137 


-11.252 


58. 866 


-13.585 


1.00 20.00 


AmM 


4078 2HZ 


LYS C 137 


-11.653 


57.608 


-12. 564 


1.00 20.00 


ATOM 


4079 3HZ 


LYS C 137 


-12.265 


59. 158 


-12.244 


1.00 20.00 


ATOM 


4080 


N 


LEU C 138 


-6. 177 


59. 542 


-8. 723 


1 on 
1. uu 


^. DO 


ATOM 


4081 


CA 


LEU C 138 


-5. 383 


60. 647 


-9. 256 


I. uu 




ATOM 


4082 


C 


LEU C 138 


-6. 126 


61.467 


-10.319 


1. UU 


DO 


ATOM 


4083 


0 


LEU C 138 


-5. 503 


62.314 


-10.959 


1.00 


2.56 


ATOM 


4084 


CB 


LEU C 138 


-4.056 


60. 098 


-9. 801 


1.00 


2.56 


ATOM 


4085 


CG 


LEU C 138 


-3. 292 


59. 193 


-8.827 


1.00 


2.56 


ATOM 


4086 


CDl 


LEU C 138 


-2. 105 


58. 525 


-9.511 


1.00 


2.56 


ATOM 


4087 


CD2 LEU C 138 


-2. 875 


59.918 


-7.548 


1.00 


2.56 


ATOM 


4088 


OXT LEU C 138 


-7. 329 


61.259 


-10.516 


1.00 


2.56 


ATOM 


4089 


H 


LEU C 138 


-6. 232 


58.672 


-9.217 


1.00 20.00 


END 



















ai ^-OT ^ ym.nm<om^%^^^r\^^^A, BRUC^iF a s u -^'y K 
X, YS.O'ZlAti^tttTOM^i'^^t. OCCJiO c c u p a n c y . Bli 
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Ul^^fLfzM^ffi^T'-jJ'^^l- QUANTA/CHARMm«rfflv^-C 
Fas V55r>'K=fi'f^«-^T5^m<7)«fe<^J^5RiK^ (Ca) (D^-C^A^tz 
jjt^^L. ^Jfe^e-CRJ^^^x/cNOKK NOK2St;^libM^kNOK2 
(RN0K2 0 1 -2 0 3) ^ N O K 3 in;#<73#>«r ^O^m^^T < ^ 

2 m,i^<om^. n h MN o K 2 ^ r 5 y ®jtrBfc^<^^ep-e 

h ^f;!.:!: Q U A N T A/ C H A R Mm 
(Dl^^ . M^-X (Ray Trace) r7V>K-C*^L. ^Jfe^J 6 -CIBI 
^$ HTt^N O KB^Rlf^ ^ S!<bN O K 2 ini^<7>^m^*^T ^ y ^trfi^a 

mmtm 29. n 0 k 2 e > si>fkN 0 k 2 i^i^(Dmm'mmm 3 

0. NOK3jn:^*:cOi&m^i^liE13 1 W#^«aSft^3-t^«tS<^T 5 y ^l' iro 

^) o 

:itih<DmmmMX^. ^izikE-r^^:itr^. ^NOKtru<4:5:U^l^hM 
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>fl:N0K2^#J±F a s >; jS"/ KHS^^^^^J^S^^iT-^^ ^«D*Tm^-rS^ 
i^t^^®J^i:L-C^mLrv»^c:i:**^$fL7t:o ^ N O Ktn:fl^c7) J: ^ 
\zm^^r^'Y~i^y^mm^^n^^i^i!i^^ a s >; Kr:55-^'C:i^*** 

^x-l^. N0Kl~35:t;^ti hM'fkN0K2^^Jw^® : 1 9 9# 
Gly. 2 0 5#Leu. 2 2 0#Gln, 221#Asp. 2 2 2# 
Leu. 237#Gln. NOKl h2m?-^^^^ \ 2 0 3#As n. 
NOK 1 h^'Bitf^ YmimOYi2l^^\Z^M :228#Lys.NOK2 
h •ilkXf\^ ymimOK2im-K^m : 2 3 0#Me t. 2 3 8#Me t 
(T5 /®^#^JiSffl^^:SCi)t (M^. Int. Immunology, vol.6, p 1 
5 6 7- 1 5 7 4. 1 9 9 4) irtJ&d) i^^rifoTV^S ^ ^-^b > 

~3Jn:#^;5ltfVi h§)'fkNOK2j/L^O^mMl^^*ilflli^"l>Sa: LT^F^EL 
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t^^^ii> F a s 'J h'^^i^^^±.<DZixh(Dmmr < ym^^hm^ 

A (XA, YA, ZA) B (XB. YB, ZB) C (XC, YC, ZC) T- 

<7)lSlt7 5 ^ 1 H^-fF a s KB55^^±<^ 5 7#a 

Gin, F a s 'J KC^J^i^jKOG Ol=@A s n, F a s 'J KC^3^i^ 

±07 71^BG1 n^il4?^t/>:^'^. ^(T^Z an.=^(r>mM^- ^ (2 
0.2 0 9, 3 2.0 9 8, 0.8 7 2) ( 1 1.5 5 1, 3 1.7 0 4, 1 5. 
9 3 7) (- 8.7 6 5, 3 5.5 0 1, - 9.8 4 0) h 0: . ^n«bOT 

Fas'; KB^i^±(7)5 7#BG In. F a s V KC^^-±C06 0 
#BA s n. F a s KC^^±<^)7 7#gG 1 n ffl^-^ll i o 

^ti^Bli. NOK3^#<7)l«7^ y^75^'^^^^tL;5,^MJt®'Sr*/^--t 
#trfaj75-o-rili§LT < #C al^,i=-cO]^^:«-f>F a s 'J iSy 

> ^J' ^ h<7?:^ 'yh-^7(cut off) '(t'Cfe^ 4. 1 :^yV7^ 
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(Fas'; KJi<7)N0 K 2 ^X^m^^^<^^^) 

8 X-m^fz i -7 . #N 0 Kfet^^ t: b M'fbN 0 K 2 tn;<^75-** ^ ^ 

Fa s 'j KHfi#±<7)^N0Kin;#^t hM^kNOK 2tn:^<75 
*aiSISc^lt5rra5^1-^7t:a6tc. -^fiibtT^jt^t LTN 0 K 2 J/l^?: F a s 

NOK 2tA;^'7>32:^^3t^T';l'i: LT. ^CCIi, M o d e 1 e r ^f^o 
-C^iTTtli^T"; >i5'*L7tNOK2ta;^^^f';i'«r1seffltf>:o N0K2 

ix^mm^mm. (vh) ;5:t>'Liipr^iiit (vd i:ffiiwiti:*^i^v>FDB 

I D : 1 FOROVH (@S^iJl=^ : 1 3 1) i:PDB I D : 1 TET(75 
VL iMVm^: 13 2) ^H:^7clS5tOilMi:L-C^iJfflt7l:o N0K2^/l 
#(7)VH^LU^VLT5 y^^SE^iJt 1 YO-R<DW\iW\ TETCOVLT^/ 
^12^11^1112 5 i:Il]2 6t^#^^-t«t^ ^^T^W pt>hL, Modeler 
tlA^t/L/Jo Mo d e i e r 5®t7)^T';V75«#t>n^ 
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^^<?5JiL^;W^'- i:5|^^JgMS!c (PDF; Probability Density Function 
) t^m^<0^i^~miJ^M<OW-:^U (RMS; Root Mean Square) iU(Oj&\f> 

N o K 2 i^i$^<o-^m^i^^<7)i!imummm e ^ao c d r : mn^^^^ 

(Graphical Cyl inder) n-^rV K^r-fi^ffi t Tp-^/Co 
<Dm^. EI 3 2 t 3 3 J: ^ ti, N O K 2 in.1$^^r}\^<7>ti(J^Mm^i^ii 
1 7:t>'^^>5. h □-AORfcl5l?|WIi:-»J--rXS-^tTV^/j: (EI 3 3 t? 
y^V-iJ^y^ ha-AORF*]lzNOK2tn:'«^^f';K^>CDR^itT5 
y^-ib^-^x^ ^X<:>X^^^^:iti!)m-^tiX^^Z) o -^t^. QUANTA/^ 
CHARMm±-r% 1 7:i->y:^ ho-A<0R$rEI2 2-2 

4 ir^L/cF a s KHS'^^i'OMiafe^li^T? ym^^^^^^tL;2>®i: 

N0K2m^(Dmm^iii7 < ymSr:^X*/>'--e#^^ t***>:*>o;/^c (EI 2 
7) o tJfeoT, S:iS14t'Mt±*>* ffcOi^, #NOKtn;#-^Vi hMikNOK 2 

(ommmmm'tw-oF a s :^f> khS'^o^mt^ y^^, in;#:c^CDR 

-0(^F a s U V^^<7) ^ t>(D-':^<r>^^(0 1 0#S e r . 2 3# 



# 

wo 98/10070 



PCT/JP97/02!W3 



253 

Tyr. 25#Ile. 55#Arg. 56#Gly. 5 7#G 1 94 
#Gln. 95#Met. 98#Arg. 99#Ser. 126#Phe. 
12 7#Glu. 12 8#Glu> 1 2 9#S e r <7>^T < 'flfe:^<^ 
Fas';#>K^<7)14#Ser, 15#Met. 16#Pro, 1 8# 
Glu. 35#Lys, 3 6#G 1 y. 6 0#A s n . 6 1 «A s n . 62 
#Leu. 63SPro. 65||Ser. 67#Lys. 69#Tyr. 7 
l^Arg. 75#Tyr, 76#Pro. 77#Gln. 78*Asp. 
79#Leu, 80#VaU 85#Lys, 87#Met> 8 9^ 
Tyr. 113#His. 115#Tyr, 1 1 7#A s n. 1 1 9# 
Ser. 120#Glu. 121#Leu. 1 2 2#S e r <^#r ^ 
(T^ ySe<^#-^liv^-rttco^^<>®2 1 OT7^^ > hr'-^jc^L/c 

Iinmunology. vol. 6, pi 5 6 7 - 1 5 7 4, 1 9 9 4 ) tc^^o -C^IB t 
^-rt. ig.^^KI'^^-oOF a s .;:«f>K39'^<^^*>^-:^^^^'^l 5 3 
#Ser, l66#Tyr. 168#Ile. l98#Arg, 1 9 9# 
Gly, 200#Gln, 237#Gin, 23 8#Me t. 2 4 1# 
Arg, 2 4 2#Ser, 2 6 9#Phe, 2 7 0#Glu. 271# 
G 1 u. 2 7 2#S c Tffy^T^yn. miD<r>F a s 'J *'> K^<^ 1 5 7 
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#Ser. 158#Met. 159#Pro, 1611=Glu, 1 7 8# 

Lys. 179#Glyx 2 0 3#Asn> 2 0 4#Asn. 2 0 5# 

Leu. 206#Pro. 208#Ser. 210l=Lys. 212# 

Tyr. 214#Arg, 218#Tyr. 219#Pro. 2 2 01= 

Gin. 221#Asp. 222#Leu. 223#VaK 228# 

Lys. 2 3 0#Met. 2 3 2#Tyr. 2 5 6#His. 2 5 8# 

Tyr. 2 6 0l=Asn, 2 6 2#Ser. 2 6 3#Glu. 2 6 4# 

e u > £t V yj "Ba" oc i-'-'-rr' ^' . u — . ^ — w 

N O Kim^ Hy'fbN 0 K 2 f/L^<7) i ^ 'Sr T h - vy^-ffitt$r5^ < ^^J-t 
Fas'; KHfi#±OCin'bc7)^iti^#in.-S)T^ 

F a s U KH*#±«^lSMi^^*^3i^>"C0>^7!'^t-l'^>:t^'-^'^«'^*S^'^'* 

2|s:^^i; J: , F a s Kll!|f^6*)t-S:)1>t. Fas-Fas';7f> 

K^^L/>:^S6<3RCL'=^WJ1-^T^t4^^-t^. AIDS. -tMS^it^iJlt 
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^mmimKJZ>. (sle. ra) . mm.m^j: t'(om^(Dr^ 

mi^^:s.i'^mL^^ m^^^^ n^m^±mmmm (cdo tfz\mi^ 

tfz. Fas K±6OT=Kh-v>MlliiV§'t^<7)%|fH£^ll^:fIi*7!)^'0>g 
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K m ^ 



mm^ : 1 
mm 

Asn Tyr Trp lie Gly 
1 5 

mm^^ : 2 

K?iJ<7)S^ : 1 7 

Sa^DoM : T < 

Tyr Leu Tyr Pro Gly Gly Leu Tyr Thr Asn Tyr Asn Glu Lys Phe 
15 10 15 

Lys Gly 

mm^ : 3 
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Bd?iJ<7>g$ : 1 0 

Tyr Arg Asp Tyr Asp Tyr Ala Met Asp Tyr 



tlW^"^ : 1 6 

Lys Ser Thr Lys Ser Leu Uu Asn Ser Asp Gly Phe Thr Tyr Leu 



Gly 

S£?'J§-§- : 5 



5 



10 



5 



10 



15 
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mm 

Leu Val Ser Asn Arg Phe Ser 

1 5 
ifi^"J#-^ : 6 

sail?. 

Phe Gin Ser Asn Tyr Leu Pro Leu Thr 

1 5 
i£^>J#-^ : 7 
W.n<oJ^^ : 1 2 1 

mm : ^t>i^ : b 

Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly 
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15 10 15 

Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser 

20 25 30 

Ser His Trp Met His Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 

35 40 45 

Glu Trp Val Gly Glu Phe Asn Pro Ser Asn Gly Arg Thr Asn Tyr 

50 55 60 

Asn Glu Lys Phe Lys Ser Arg Val Thr Met Thr Leu Asp Thr Ser 

65 70 75 

Thr Asn Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp 

80 85 90 

Thr Ala Val Tyr Tyr Cys Ala Ser Arg Asp Tyr Asp Tyr Asp Gly 

95 100 105 

Arg Tyr Phe Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser 

110 115 120 

Ser 

mm^^ : 8 

i£^iJC0S$ : 1 1 2 
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Asp Val Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Leu 
15 10 15 

Gly Gin Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu Val 
20 25 30 

Tyr Ser Asp Gly Asn Thr Tyr Leu Asn Trp Phe Gin Gin Arg Pro 
35 40 45 

Gly Gin Ser Pro Arg Arg Leu He Tyr Lys Val Ser Asn Arg Asp 
50 55 60 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
65 70 75 

Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val 
80 85 90 

Tyr Tyr Cys Met Gin Gly Thr His Trp Pro Arg Thr Phe Gly Gin 
95 100 105 

Gly Thr Lys Leu Glu He Lys 
110 

mm^ : 9 

mw^^ : 1 1 2 

h*°n V- : mm 
mm 
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Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro 
15 10 15 

Gly Glu Pro Ala Ser He Ser Cys Arg Ser Ser Gin Ser Leu Leu 

20 25 30 

His Asn Asn Gly Tyr Asn Tyr Leu Asp Trp Tyr Leu Gin Lys Pro 

35 40 45 

Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Gly Ser Asn Arg Ala 

50 55 60 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 

65 70 75 

Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val 

80 85 90 

Tyr Tyr Cys Met Gin Ala Leu Gin Thr Pro Tyr Thr Phe Gly Gin 

95 100 105 

Gly Thr Lys Leu Glu He Lys 
110 

m^m-^ : 1 0 
%m<om : mm. 

mm 

AAGCTTGCCG CCACCATGGA ATGGAGCTGG GTCTTT 35 
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BS?iJ#-^ : 1 1 

: 2 7 

w.m<7)m : ®^ 

GGATCCACTC ACCTGAGGAG ACGGTGA 27 
Sd^'J#-^ : 1 2 
K^ijO:^^ : 3 4 
g£9iJ<^M : mm 

AAGCTTCGCC ACCATGAAGT TGCCTGTTAG GCTG 34 

: 1 3 
: 2 8 

@£^|J<?)M : mm. 

w.wmm:m<Dmm c^^^-^-dna) 

GGATCCACTT ACGTTTTATT TCCAGCTT 28 
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: 1 4 

m^]<D§:^ : 3 5 7 

W.n(Omm: cDNA to mRNA 



CAG GTC CAC QG CAG CAG TOT GGA GOT GAG CTG GTA AGG OCT GGG 45 

ACT TCA GTG AAG ATG TCC TGC AAG GCT GCT GGA TAG AGO TTC ACT 90 

AAC TAG TGG ATA GGT TGG GTA AAG CAG AGG GCT GGA CAT GGC CTT 135 

GAG TGG ATT GGA TAT CTT TAG CCT GGA GGT CTT TAT ACT AAC TAG 180 

AAT GAG AAG TTC AAG GGC AAG GCC ACA CTG ACT CCA GAG ACA TCC 225 

TCC AGG ACA GCC TAG ATG CAG CTC AGC AGC CTG ACA TCT GAG GAC 270 

TCT GCC ATC TAT TAG TGT GGA AGA TAG AGG GAT TAG GAC TAT GCT 315 

ATG GAC TAG TGG GGT CAA GGA AGC TCA CTC AGC GTC TCC TCA 357 

: 1 5 

m^l<D^^ : 3 3 9 
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m^\(7)mm: cDNA to hirna 

#m^^^t/c:^^ : E 

GAT GIT GTT CTG ACC CAA ACT CCA CTC TCT CTG CCT GTC AAT ATT 45 

ooA nAT OA A rnr TPT ATP TTT TP.P A AH TPT AHT AAG AGC CTT CTG 90 
vjun UAi \^nn uv/Vi iv/i xiiv^ iv» ^-.w - 

AAT ACT GAT GGA TTC ACT TAT TTG GGC TGG TGC CTG CAG AAG CCA 135 

GGC CAG TCT CCA CAG CTC CTA ATA TAT TTG GTT TCT AAT CGA TTT 180 

TCT GGA GTT CCA GAC AGG TTC AGT GGT AGT GGG TCA GGG ACA GAT 225 

TTC ACC CTC AAG ATC AGC AGA GTG GAG GCT GAG GAT TTG GGA GTT 270 

TAT TAT TGC TTC CAG AGT AAC TAT CTT CCT CTT ACG TTC GGA TCG 315 

GGG ACC AAG CTG GAA ATA AAA CGT 339 

mm^ : 1 6 

se^ijco^^ : 1 1 9 

mm 

Gin Val His Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly 



5 



10 



15 
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Thr Ser Val Lys Met Ser Cys Lys Ala Ala Gly Tyr Thr Phe Thr 

20 25 30 

Asn Tyr Trp He Gly Trp Val Lys Gin Arg Pro Gly His Gly Leu 

35 40 45 

Glu Trp He Gly Tyr Leu Tyr Pro Gly Gly Leu Tyr Thr Asn Tyr 

50 55 60 

Asn Glu Lys Phe Lys Gly Lys Ala Thr Leu Thr Ala Asp Thr Ser 

Rc; 70 75 

Ser Ser Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu Asp 

80 85 90 

Ser Ala He Tyr Tyr Cys Ala Arg Tyr Arg Asp Tyr Asp Tyr Ala 

95 100 105 

Met Asp Tyr Trp Gly Gin Gly Thr Ser Val Thr Val Ser Ser 

110 n5 

mm^ : 1 7 

gd?iJ<7)S^ : 1 1 3 
h^'nv- : mm 

mm 

Asp Val Val Leu Thr Gin Thr Pro Leu Ser Leu Pro Val Asn He 
15 10 15 
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Gly Asp Gin Ala Ser He Ser Cys Lys Ser Thr Lys Ser Leu Leu 
20 25 30 

Asn Ser Asp Gly Phe Thr Tyr Leu Gly Trp Cys Leu Gin Lys Pro 
35 40 45 

Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Val Ser Asn Arg Phe 
50 55 60 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
65 70 75 

Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly Val 
80 85 90 

Tyr Tyr Cys Phe Gin Ser Asn Tyr Leu Pro Leu Thr Phe Gly Ser 
95 100 105 

Gly Thr Lys Leu Glu He Lys Arg 
110 

mm^ : 1 8 
se^ijcos^ : 1 1 9 
Bd^ijoM : T < 

Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly 
15 10 15 

Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr 
20 25 30 
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Asn Tyr Trp He Gly Trp Val Lys Gin Ala Pro Gly Gin Gly Leu 

35 40 45 

Glu Trp He Gly Tyr Leu Tyr Pro Gly Gly Leu Tyr Thr Asn Tyr 

50 55 60 

Asn Glu Lys Phe Lys Gly Lys Ala Thr Met Thr Ala Asp Thr Ser 

65 70 75 

Thr Asn Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp 

80 85 90 

Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Arg Asp Tyr Asp Tyr Ala 

95 100 105 

Met Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 

110 115 

mm-^ : 1 9 

: 1 1 9 

Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly 
15 10 15 

Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr 
20 25 30 

Asn Tyr Trp He Gly Trp Val Lys Gin Ala Pro Gly Gin Gly Leu 
35 40 45 
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Glu Trp He Cly Tyr Leu Tyr Pro Gly Gly Leu Tyr Thr Asn Tyr 
50 55 60 

Asn Glu Lys Phe Lys Gly Lys Ala Thr Leu Thr Leu Asp Thr Ser 
65 70 75 

Thr Asn Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp 
80 85 90 

Thr Ala Val Tyr Tyr Cys Ala Arg Tyr Arg Asp Tyr Asp Tyr Ala 

nr 1 f»n 1 OR 

ya j-yjyj 

Met Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser 
110 115 

mm-^ : 2 0 

: 1 1 3 

Asp Val Val Met Thr Gin Thr Pro Ser Ser Leu Ser Ala Ser Val 
15 10 15 

Gly Asp Arg Ala Ser He Ser Cys Lys Ser Thr Lys Ser Leu Leu 
20 25 30 

Asn Ser Asp Gly Phe Thr Tyr Leu Gly Trp Cys Gin Gin Lys Pro 
35 40 45 

Gly Gin Ser Pro Gin Leu Uu He Tyr Leu Val Ser Asn Arg Phe 
50 55 60 
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Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
65 70 75 

Phe Thr Leu Lys He Ser Ser Leu Gin Pro Glu Asp He Ala Thr 
80 85 90 

Tyr Tyr Cys Phe Gin Ser Asn Tyr Leu Pro Leu Thr Phe Gly Gin 
95 100 105 

Gly Thr Lys Val Glu lie Lys Arg 

1 1 A 

X 1\J 

le^ij*-^ : 2 1 

: 1 1 3 

Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu Pro Val Thr Pro 
15 10 15 

Gly Glu Pro Ala Ser He Ser Cys Lys Ser Thr Lys Ser Leu Leu 

20 25 30 

Asn Ser Asp Gly Phe Thr Tyr Leu Gly Trp Cys Leu Gin Lys Pro 

35 40 45 

Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Val Ser Asn Arg Phe 

50 55 60 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 

65 70 75 
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Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val 
80 85 90 

Tyr Tyr Cys Phe Gin Ser Asn Tyr Leu Pro Leu Thr Phe Gly Gin 
95 100 105 

Gly Thr Lys Leu Glu He Lys Arg 
110 

nm^-^ : 2 2 

@£^ij(D:S^ : i 1 3 

Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu Pro Val Thr Leu 
15 10 15 

Gly Gin Pro Ala Ser He Ser Cys Lys Ser Thr Lys Ser Leu Leu 
20 25 30 

Asn Ser Asp Gly Phe Thr Tyr Leu Gly Trp Cys Leu Gin Lys Pro 
35 40 45 

Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Val Ser Asn Arg Phe 
50 55 60 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
65 70 75 

Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val 
80 85 90 
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Tyr Tyr Cys Phe Gin Ser Asn Tyr Leu Pro Leu Thr Phe Gly Gin 
95 100 105 

Gly Thr Lys Leu Glu He Lys Arg 
110 

se?ij#-t : 2 3 
se?ij<7)S$ : 1 1 3 

Asp Val Val Met Thr Gin Thr Pro Leu Ser Leu Pro Val Thr Pro 
15 10 15 

Gly Gin Pro Ala Ser He Ser Cys Lys Ser Thr Lys Ser Leu Leu 

20 25 30 

Asn Ser Asp Gly Phe Thr Tyr Leu Gly Trp Cys Leu Gin Lys Pro 

35 40 45 

Gly Gin Ser Pro Gin Leu Leu He Tyr Leu Val Ser Asn Arg Phe 

50 55 60 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 

65 70 75 

Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Val Gly Val 

80 85 90 

Tyr Tyr Cys Phe Gin Ser Asn Tyr Leu Pro Leu Thr Phe Gly Gin 

95 100 105 
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Gly Thr Lys Leu Glu He Lys Arg 
110 

mm^^ : 2 4 
Beif'j<^s^ : 1 1 3 

h^Knv- : mm 

am TTil 

Asp Val Val Met Thr Gin Thr Pro 

1 5 
Gly Glu Pro Ala Ser He Ser Cys 
20 

Asn Ser Asp Gly Phe Thr Tyr Leu 
35 

Gly Gin Ser Pro Gin Leu Leu He 
50 

Ser Gly Val Pro Asp Arg Phe Ser 
65 

Phe Thr Leu Lys He Ser Arg Val 
80 

Tyr Tyr Cys Phe Gin Ser Asn Tyr 

95 

Gly Thr Lys Leu Glu He Lys Arg 
110 
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Leu Ser Leu Pro Val Thr Leu 
10 15 
Lys Ser Thr Lys Ser Leu Leu 
25 30 
Gly Trp Cys Leu Gin Lys Pro 
40 45 
Tyr Leu Val Ser Asn Arg Phe 
55 60 
Gly Ser Gly Ser Gly Thr Asp 
70 75 
Glu Ala Glu Asp Val Gly Val 
85 90 
Leu Pro Leu Thr Phe Gly Gin 
100 105 
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mm^ : 2 5 

Be^ij(^S$ : 1 7 
w.m(r>m. : 

GTGCTGGTTG TTGTGCT 17 
S£^Jlr-t : 2 6 
@S3?iJ<7)g$ : 9 5 

wm(Dm : mm 

GTATAAAGAC CCCCGGGGTA AAGATAGCCA ATCCACTCGA GCCCnGGCC TGGGGCCTGC 60 
TTTACCCAAC CTATCCAGTA GTTAGTGAAG GTATA 95 

se^j#-t : 2 7 

: 8 7 

se^ijoM : mm 
mm 



wo 98/10070 PCT/JP97/02983 

274 

TA-rcriTACC CCGGGGGTCT TTATACAAAC TATAACGAGA AGTTTAAGGG CAAGGCTACA 60 
ATGACCGCAG ACACCTCTAC AAACACC 87 

mym-^ : 2 8 

K^JOS^ : 8 7 

mwm : 

BS^ijco^IlJl : i!^(o^^ (7*^ " - D N A) 

TATCTTTACC CCGGGGGTCT TTATACAAAC TATAACGAGA AGTTTAAGGG CAAGGCTACA 60 
CTGACCCTGG ACACCTCTAC AAACACC 

mm^^ : 2 9 

@e^iJ<7)S$ : 7 4 

: -^m. 

ACAAGGGTAC CCTGTCCCCA ATAGTCCATA GCGTAGTCGT AATCCCTGTA CCTTGCGCAG 60 
TAGTAGACTG CAGT '^^ 

mm^ : 3 0 

K^iJOft^ : 8 6 

wm(Dm : 
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b^Knv- : mm 

GTCGGGCCCA CAGCGATGTT GTTATGACCC AAACTCCATC TTCTaGTCT GCCAGTGTTG 60 
GAGATCGAGC CTCTATCTCT TGCAAG 86 
: 3 1 
: 2 9 

h;Ko V - : mm 

GGCTTCTGCT GGCACCAGCC CAAATAAGT 29 

ge^'J#-^ : 3 2 
ss?ij«7)S^ : 3 0 

sa^ijcoMili : {feo:^^ (-/^-f-^-DNA) 

GGCTGGTGCC AGCAGAAGCC AGGGCAGTCT 30 

se?ij#-f- : 3 3 
ie?iJ<^)S$ : 3 8 
B£^|JO0 : mm 




98/10070 PCT/JP97/02983 

276 

h^-nv- : mm 

ATATCCTCAG GCTGCAGACT GCTGATCTTG AGGGTGAA 38 
mm-^ : 3 4 
K^'JOg^ : 5 1 

s-i-zril ^ sil • **:7K4r. 

h.-Kn V- : mm 

AGCAGTCTGC AGCCTGAGGA TATAGCTACT TATTATTGCT TCCAGAGTAA C 51 

mm^ : 3 5 

nm<D^-^ : 5 8 

K?iJ(^am : -{tiico^^ (7°7^v-DNA) 

CTCGGATCCA CTTACGTnT ATTTCCACCT TGGTCCCCTG TCCGAACGTA AGAGGAAG 58 
@£^'J1=-^ : 3 6 

mm<o^^ : 8 6 
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GTCGGGCCCA CAGCGATGTT GTTATGACCC AAACTCCACT CTCTCTGCCT GTCACTCYTG 60 
GASAGCCAGC CTGTATCTCT TGCAAG 86 

mm^ : 3 7 

153-Kii -is 'inn 

CTCGGATCCA CTTACGTTTT ATTTCCAGCT TGGTCCCCTG TCCGAACGTA AGAGGAAGAT 60 
AG1TACTCTG GAAGCAATAA TAAACTCCCA CATCCTCAGC 100 
K?'J#^ : 3 8 

mw^^ -.8 1 

m^mmummm (t'^-tv-dna) 

TCTGGTACCT GTGGGCAGCT CGACTACAAG GACGACGATG ACAAGCACCT ACAGAAGGAG 60 
CTAGCAGAAC TCCGAGAGTC T 81 
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SS^iJ^-^ : 3 9 
mw^^ : 3 6 
mv^\(om : mm 

UL/OAAULllU UAlOV^llAUA uv^iiAininn uv/v/urui 

: 4 0 
K^ijog^ : 4 5 
gs^ijoM : mm 

h.-Knv- : aim 

Sd^iJoSli : IttitT);^^^ ('7'7 V - D N A) 

CACCTACAGA AGGAGCTAGC AGAACTCCGA GAGTCGACCA GCCAG 45 
K^'Jlr-^ : 4 1 
sa^ijog^ : 2 7 

TTGACCCCGG AAGGCTACTT TGGAATA . 27 
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mm-^ : 4 2 

: 2 7 

K^|J<^M : 

* *#TVTx/^ * or*/-* />r*r»r»r»r"P AT A rTTTHnA 97 

ee^ijt^s^ 12 7 
le^ijoM : 
iio^ : -^11 

GTTGCAAGAT TGACCCGCGA AGTATAC 27 

mm^ : 4 4 
se^ij<7>s$ : 2 7 
SS^iJoM : 

GTTGCAAGAT TGAGCCCGGA AGTATAC 27 
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ie^J#^ : 4 5 
se^j<7>S^ : 2 7 
B2^J<?)M : 

Sfi?'Jl=-^ : 4 6 
E^«J(7)S^ : 2 7 
S£^|J<7)M : mm. 

CAGGTTGTTG CAAGCTTGAC CCCGGAA 27 

: 4 7 
K?|J<7)S$ : 2 7 

s£^ij(7)M : mm 

ie?ij<7)a^ Mtoi^m (T^^-f^-DNA) 

GGGCAGGTTG TTGGCAGATT GACCCCG 27 
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se3?!)#-f- : 4 8 
le^ijog^ : 2 7 
@e^'J<0M : 

SS^iJoffi^ : Itfeco^m (:/^ ^ -7- D N A) 

mm 

rir.r.r.r.rhr.r. '^Tr.^.rr.r^^r. ATTr.Arr ?7 

ee^J#-^ : 4 9 

E?iJ<7)S^ : 2 7 

mm 

GCTCAGGGGC AGGGCGTTGC AAGATTG 27 

mm^^ : 5 0 
Be^ijoft^ : 2 7 
sfi^'joM : mm. 

mm(omm:m<^mm (y^-f-^-DNA) 

GTGGCTCAGG GGCGCGTTGT TGCAAGA 27 
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E^J#-^ : 5 1 
aS^iJ(7)S$ : 2 7 

S£?iJl=-t : 5 2 
K^IJOS^ : 2 7 

GACCTTGTGG CTCGCGGGCA GGTTGTT 27 
Ei?"J#-^ : 5 3 
K?iJ<7)S^ : 2 7 

GTAGACCTTG TGGGCCAGGG GCAGGTT 27 
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S£^J#-^ : 5 4 
K^ijco^^ : 2 7 

CATGTAGACC TTGGCGCTCA GGGGCAG 27 
S£>?'J#-^ : 5 5 
B£^iJ(^ft$ : 2 7 

CCTCATGTAG ACCGCGTGGC TCAGGGG 27 
l£?»Jlr-^ : 5 6 

w.n<o&-^ : 2 7 

GTTCCTCATG TAGGCCTTGT GGCTCAG 27 
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K?'J#-t : 5 7 

nm<oS:^ : 2 7 
SS^iJtoM : ®^ 

AGAGTTCCTC ATGGCGACCT TCTGGCT 27 
gS^iJS# : 5 8 
Mm<D^^ : 2 7 

CTTAGAGTTC CTCGCGTAGA CCTTGTG 27 

mm^ : 5 9 

@Sf'J<7)S$ : 2 7 

: mm 

GGGATACTTA GAGTTCGCCA TGTAGAG 27 
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mm^^ : 6 0 
w.n<o^^ : 2 7 

GGGATACTTA GAGGCCCTCA TGTAGAC 27 

mm-^ : 6 1 

S£?ij<^S? : 2 7 
K^iJ<^M : 

CTGGGGATAC TTAGCGTTCC TCATGTA 27 

mm^ : 6 2 

SE^IJOS^ : 2 7 

K^ijos : 

ATCCTGGGGA TACGCAGAGT TCCTCAT 27 
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mm^ : 6 3 
ee^y<^s$ : 2 7 
se^ijos! : 

CAGATCCTGG GGAGCCTTAG AGTTCCT 27 

ae^ij^-f- : 6 4 

: 2 7 

CACCAGATCC TGGGCATACT TAGAGTT 27 

mm-^ : 6 5 
se^ijos^ : 2 7 

CATCACCAGA TCCGCCGGAT ACTTAGA 27 
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mm"^ : 6 6 

mwm^ : 2 7 

CATCATCACC AGAGCCTGGG GATACTT 27 

ee?'J#-t .: 6 7 
ae?iJ(7)S^ : 2 7 

CTCCATCATC ACCGCATCCT GGGGATA 27 

m-^m^ : 6 8 
ssyjos^ : 2 7 

m<o^ : -^IM 

CCCCTCCATC ATCGCCAGAT CCTGGGG 27 
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w.m^-^ : 6 9 

g2^J<7)g^ : 2 7 

w.n<om : mm. 
h^Hnv- : mm 

K^iJ coffin : IfeOl^m (y^^v-DNA) 

GTTGGGGTCC ATCGCCACCA GATCCTG 27 
S£9iJ## : 7- 0 
K^ijog;^ : 2 7 
K^iJc^M : mm. 

CATGTTCGCC TCCGCCATCA GCAGATC 27 

mm^^ : 7 1 

E^IJO:^^ : 2 7 

w.m<r>m. : 

ie^ij<7)m$i : immm (t'^^-^-dna) 

CATGATGTTC CCCGCCATCA TCAGGAG 27 
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ge?'J#^ : 7 2 
S5?iJ<7)g^ : 2 7 

mwmm : m(Dmm. (-/^^v-dna) 

GCTCATCATC TTCGCCTCCA TCATCAC 27 
@e?'J#-^ : 7 3 
S£5^'J<7)^^ : 2 7 
K^iJcoM : 

mm 

GTAGCTCATC ATCGCCCCCT CCATCAT 27 

w.n^^ : 7 4 

S£?iJ(7)g^ : 2 7 

K?|J60S : 

GCAGTAGCTC ATCGCCTTCC CCTCCAT 27 
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mm^ : 7 5 

m.m<r>m^ : 2 7 
gB5?'j<oM : ism 

AGTGCAGTAG CTCGCCATCT TCCCCTC 27 

mm^ : 7 6 

W.m<7)0:^ : 2 7 

AGTAGTGCAG TAGGCCATCA TCTTCCC 27 

@e^!J§-^ : 7 7 
m^]<r>^^ : 2 7 

SS^iJoM : mfk 

m.m<Dmm : (t^^-t-^-dna) 

CCCAGTAGTG CAGGCGCTCA TCATCTT 27 
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m^m^ : 7 8 

E3?ij(7)S$ : 2 7 

mwm : 

CTGCCCAGTA GTGGCGTAGC TCATCAT 27 

mm-^ : 7 9 
le^ijos^ : 2 7 
SE^iJc^M : 

CATCTGCCCA GTAGCGCAGT AGCTCAT 27 

se^J#-^ : 8 0 
ee^ij(^^$ : 2 7 
sa^'jc^M : 

w.n<omm '. 'm<Dmm (^^^-^-dna) 

CCACATCTGC CCAGCAGTGC AGTAGCT 27 
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S£?'J#-^ : 8 1 
m^\<o^^ : 2 7 

se^ijoM : mm. 

K^iJoM^i : -teo^^ (yv-fv-DNA) 

GGCCCACATC TGCGCAGTAG TGCAGTA 27 
S2?iJ#-^ : 8 2 
»JOg$ : 2 7 
K?|J<7)M : 

GCGGGCCCAC ATCGCCCCAG TAGTGCA 27 

mm^ : 8 3 

K^!)<7)S$ : 2 7 
S£3?»J<7)M : 

GCTGCGGGCC CACGCCTGCC CAGTAGT .27 
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@e?iJ#^ : 8 4 
ge^J<^^^ : 2 7 

nm(om. : mm. 

nrrr.rnnr.rr crrxTrTCCr. rAnTAGT 27 

VJ V/ 1 \jvy v» v> w w v^wwAA *w.- — 

• 8 5 
S£?'J<^S^ : 2 7 

se^ijoM : mm. 

CAGGTAGCTG CTGCGGCCCC ACATCTG 27 

wjm-^ : 8 6 
se^ijos^ : 2 7 

mm(r>mm : i^<^mm. (y^-fv-oNA) 

TATTCCAAAG TAGCCTTCCG GGGTCAA 27 
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mm-^ : 8 7 

W.m(r>^-^ : 2 7 
@e3^iJ<7)M : 



K^'J§# : 8 8 
S£^iJ<7>S^ : 2 7 

GTATACTTCG CGGGTCAATC TTGCAAC 27 

: 8 9 
S£^|J0S$ : 2 7 

GTATACTTCC GGGCTCAATC TTGCAAC 27 
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mm^ : 9 0 
mw^-^ : 2 7 
mwm : 

TACTTGCGGG GTGCATCTTG CAACAAC 27 
Be?iJ#-^ : 9 1 

se^ijco^^ : 2 7 
0com : -:^m 

TTCCGGGGTC AAGCTTGCAA CAACCTG 27 

mm^^ : 9 2 

K^ijOg^ : 2 7 

CGGGGTCAAT CTGCCAACAA CCTGCCC 27 
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mm^^ : 9 3 

SE?|J«0^$ : 2 7 

nm<r>m : mm. 
m(D^ : -^m 

@£?iJ#-^ : 9 4 

SB^'jOft^ : 2 7 

@e^ij<^M : mm 

m*](Dmm : i^(^mm (y^-f-^-DNA) 

CAATCTTGCA ACGCCCTGCC CCTGAGC 27 

mm-^ : 9 5 
gfi^ijos^ : 2 7 

h*-nv- : mm 

w.m(Dmm : ^<^mm (t'^-t-^-dna) 

TCTTGCAACA ACGCGCCCCT GAGCCAC 27 
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mm^ : 9 6 
mwm^ : 2 7 
m^](Dm : 

mm 

TGCAACAACC TGGGCCTGAG CCACAAG 27 

mm^^ : 9 7 
S£^iJ<7)^$ : 2 7 

m(Dm. : -^M 

se^ij c7)S^ : '(tii'T)^^^ ( 7° "7 -7 - D N A ) 

AACAACCTGC CCGCGAGCCA CAAGGTC 27 

mm"^ : 9 8 

g55?'Jcog^ : 2 7 

AACCTGCCCC TGGCCCACAA GGTCTAC 27 
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nm^^ : 9 9 

Sd^J<7)ft^ : 2 7 

mwm : 

rT^rrrrrTn^ r.rrrr s ^r.r.r rXAPATr, ?7 

@£^|J#-^ : 1 0 0 
K^ijoft^ : 2 7 
gfi^ijoM : 

CCCCTGAGCC ACGCGGTCTA CATGAGG 27 

mm^ : 1 0 1 

@£^iJ(7Dg$ : 2 7 

5£?ijoM : mm 

CTGAGCCACA AGGCCTACAT GAGGAAC 27 
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mm^ : 1 0 2 

K^jog^ : 2 7 

Ar.rrArAAnr. rrnrr ATCAO GAACTCT 27 

: 1 0 3 
se^ijos^ : 2 7 
ge?ij<7)M : mm. 

CACAAGGTCT ACGCGAGGAA CTCTAAG 27 
B£!?'J#-^ : 1 0 4 
S£?iJ<^)S^ : 2 7 

: mm. 

GTCTACATGG CGAACTCTAA GTATCCC 27 
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E^J#-^ : 1 0 5 

^f\i<D^^ : 2 7 

s£^j<^M : mm. 

nTrT^r^Tr^ rrrrrrrrAA nT^TC^^ 77 

@e?'J#^ : 1 0 6 

B£^ij£7)ft^ : 2 7 
m(D^ : -^il 

TACATGAGGA ACGCTAAGTA TCCCCAG 27 

: 1 0 7 
S£?'J<^m$ : 2 7 

g£?ij<7)M : mm 

@£^'J<Ofi!|g : ifecol^m (7*7 v-DNA) 
ATGAGGAACT CTGCGTATCC CCAGGAT 27 
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mm"^ : 1 0 8 
semilog $ : 2 7 

w.m<Dm : mm. 

mn<Dmm : m(7)mm (y^-fv-oNA) 

AGGAACTCTA AGGCTCCCCA GGATCTG 27 

@e?'Jl=-^ : 1 0 9 

K^iJ<7)S$ : 2 7 

@S^!)<^M : mm 

AACTCTAAGT ATGCCCAGGA TCTGGTG 27 

mm^ : 1 1 0 

ee^ijos^ : 2 7 

TCTAAGTATC CCGCGGATCT GGTGATG 27 
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ie^Jl=^ : 1 1 1 

@S?y<7)ft^ : 2 7 

Bs^'j^^M : mm. 
h.-Knv- : mm 

AAGTATCCCC AGGCTCTGGT GATGATG 27 

: 1 1 2 
@£^iJOft$ : 2 7 
m^lcom : 
II<^^ : -^m 

@£^|J<7)«*I : i^(omm (-/v -f V - D N A) 
TATCCCCAGG ATGCGGTGAT GATGGAG 27 

mm-^ : 1 1 3 

: 2 7 

m^<7)m : =t^^ 

CCCCAGGATC TGGCGATGAT GGAGGGG 27 
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: 1 1 4 
mw^^ : 2 7 

rAr.r.ATrTr.r. Tnr.rr.ATr,r,A nnnr.AAG 27 
S£?'J#-^ : 1 1 5 
fi£^iJ(/)S^ : 2 7 

w.n<om : 

MO lit : -^$1 

GATCTGGTGA TGGCGGAGGG GAAGATG 27 

se^'J^-^ : 1 1 6 

K^ijO^^ : 2 7 

CTGGTGATGA TGGCGGGGAA GATGATG 27 
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mm^^ : 1 1 7 
nm<Dm^ : 2 7 
S£?|J<7)M : mm. 

m<D^ : -^m 

rTrATPATrr ArrrrAArAT rATHAnP 97 

nm^^ : 1 1 8 
nm(^&^ : 2 7 

ATGATGGAGG GGGCGATGAT GAGCTAC 27 
iS^y#-^ : 1 1 9 

se?ij<^S^ : 2 7 
KfiJ<^)M : 

nm<r>mm : ^<^mB. (>^9'fv-DNA) 

ATGGAGGGGA AGGCGATGAG CTACTGC 27 
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: 1 2 0 
K^iJ(7)g$ : 2 7 
JSS,n(om : 

r.Ar.r.r.n.l^^r.^ Tr.^.rc^r.n'^ CTCCACT 27 

VJI IVJVJVJl VJi U iVJi A A v# V* w SUA *^ V . 

mm-^ : 12 1 

: 2 7 

sa^rij^T^M : mm. 

GGGAAGATGA TGGCCTACTG CACTACT 27 

mm-^ : 1 2 2 

K^^IJOS^ : 2 7 

: mm. 

i£^'J<OfiM : 1t^«7);^M (y^^-^-DNA) 
AAGATGATGA GCGCCTGCAC TACTGGG 27 
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@fi^'J#-^ : 1 2 3 
SS^iJO^;^ : 2 7 

ATGATGAGCT ACGCCACTAC TGGGCAG 27 
S£?'J#-t : 1 2 4 
@S^iJ<^S^ : 2 7 

ATGAGCTACT GCGCTACTGG GCAGATG 27 

nm^^ : 1 2 5 
BS^iJcoS^ : 2 7 

h^Kn V- : mm 

AGCTACTGCA CTGCTGGGCA GATGTGG 27 
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mm-^ : 1 2 6 

K3?'J<7)g$ : 2 7 

TACTGCACTA CTGCGCAGAT GTGGGCC 27 
S2?iJ#-^ : 1 2 7 
SE^iJiOg^ : 2 7 

m^\(r>mm : mcDwm. i-fy d n a) 

TGCACTACTG GGGCGATGTG GGCCCGC 27 

mm^ : 1 2 8 

BS^|J<^S^ : 2 7 
S£^iJ<^M : 

ACTACTGGGC AGGCGTGGGC CCGCAGC 27 
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mn^^ : 1 2 9 
mm<D^^ : 2 7 

mm 

ACTACTGGGC AGATGGCGGC CCGCAGC 27 

mm^^ : 1 3 0 

K^iJc^M^ : 2 7 

CAGATGTGGG GCCGCAGCAG CTACCTG 27 

mm-^ : 1 3 1 
@e^ij(7)M$ : 2 1 9 
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Gin Gly Gin Uu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly 
1 5 10 15 

Ser Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser 
20 25 30 

Ser Phe Trp Val Asn Trp Val Lys Gin Arg Pro Gly Gin Gly Leu 
35 40 45 

Glu Trp He Gly Gin He Tyr Pro Gly Asp Gly Asp Asn Lys Tyr 
50 55 60 

Asn Gly Lys Phe Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser 
65 70 75 

Ser Thr Thr Ala Tyr Met Gin Uu Tyr Ser Leu Thr Ser Glu Asp 
80 85 90 

Ser Ala Val Tyr Phe Cys Ala Arg Ser Gly Asn Tyr Pro Tyr Ala 
95 100 105 

Met Asp Tyr Trp Gly Gin Gly Thr Ser Val Thr Val Ser Ser Ala 
110 115 120 

Lys Thr Thr Ala Pro Ser Val Tyr Pro Leu Ala Pro Val Cys Gly 
125 130 135 

Gly Thr Thr Gly Ser Ser Val Thr Leu Gly Cys Leu Val Lys Gly 
140 145 150 

Tyr Phe Pro Glu Pro Val Thr Leu Thr Trp Asn Ser Gly Ser Leu 
155 160 165 

Ser Ser Gly Val His Thr Phe Pro Ala Val Leu Gin Ser Gly Leu 
170 175 180 
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Tyr Thr Leu Ser Ser Ser Val Thr Val Thr Ser Ser Thr Trp Pro 
185 190 195 

Ser Gin Thr lie Thr Cys Asn Val Ala His Pro Ala Ser Ser Thr 
200 205 210 

Lys Val Asp Lys Lys He Glu Pro Arg 
215 

Ba^J#-^ : 1 3 2 

@£^j<7)S^ : 2 1 6 



Asp Val Leu Met Thr Gin Thr Pro Uu Ser Leu Pro Val Ser Leu 
15 10 15 

Gly Asp Gin Ala Ser He Ser Cys Lys Ser Ser Gin Ser He Val 
20 25 30 

His Ser Ser Gly Asn Thr Tyr Phe Glu Trp Tyr Leu Gin Lys Pro 
35 40 45 

Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg Phe 
50 55 50 

Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
65 70 75 
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Phe Thr Leu Lys He Ser Arg Val Glu Ala Glu Asp Uu Gly Val 
80 85 90 

Tyr Tyr Cys Phe Gin Gly Ser His He Pro Phe Thr Phe Gly Ser 
95 100 105 

Gly Thr Lys Leu Glu He Lys Arg Ala Asp Ala Ala Pro Thr Val 
110 115 120 

Ser He Phe Pro Pro Ser Ser Glu Gin Leu Thr Ser Gly Gly Ala 
^oc 1.^0 135 

± CjxJ 

Ser Val Val Cys Phe Leu Asn Asn Phe Tyr Pro Lys Asp He Asn 

140 145 150 

Val Lys Trp Lys He Asp Gly Ser Glu Arg Gin Asn Gly Val Leu 

155 160 165 

Asn Ser Trp Thr Asp Gin Asp Ser Lys Asp Ser Thr Tyr Ser Met 

170 175 180 

Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu Trp His Asn 

185 190 195 

Ser Tyr Thr Cys Glu Ala Thr His Lys Thr Ser Thr Ser Pro He 

200 205 210 

Val Lys Ser Phe Asn Arg 

215 
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IS * (7) la H 

1 . F a s «; 5!r> h'K^mm^KB-r^^yMitf^^i^'^r') ytfzii^ 

2. F a s U^y^ Ki:F a sJn;ir.i:<^^Sfi^;S:tt-^?P^J1"'5>- ^'^'^"'^'^ ^ 

ii^Jl 1 ti h M^t^^^ o > i »i covS'S 7 7 > V o 

3 . lUlfiF a s ?!r> K ^ F a s iftl® t (D±m&=)S.JZ^(^m\^'^ F a s 'J 
K^iltt7!)>^ri:^1-^Wv#'llF a s V 7L'(iF a s V K^P. 

m^oMCffft-r^F a s ')ify KUJ. t95l§'*B-^ti^F a s i^llE^JJ 

^fla(7)T^-h-v:^<7)?n©JT'*);5.i«*iM2nffi^<7)t hmit^ik^'^y') > 

4. pl^'IiF a s 'J75;'> Kt&^F a s tn:]r.%?a«l-*t l^-^^l 1 T^^- 
h%nm.^A. 6 n g/m I c7?pT?§t4F a s 'J ify K^^7 ^ ^ 

9 e-^i^vyu- h^'-ei 0 1 (Dm^^Tf^.x-m^^^^. ^-y-j hm<o 
{-mti^m ^x±.(omM-v: 9 0 %J':x± ^ 1" ^ - ^ ^ ^ 2 $ n 
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6. 0.0 1-8/. gymKOmm (^Mit) t;i3lt^T*-h-v;^<^ 

m\mm'-^'y:^F ^ s-i g^^iy^^x^i^^^^tmrnzid-hm^-ms 

(CDR) t\L h;|$7l--A7-^'fMl^^^A.-C^jrl9. miB C D R h 

I o. *^ " 1 1_J i_L. ^ ^ y • vf 

9. m\ikvFm%mm\^^'^^^ (cdr) h«7u-A7-i^^ 

'J > K JRfM6*J U R^L.i- ^ h n y 'J > -c $) o -c . 

^-nrv ><7)7^-A7-i^^i^<75HJ:L«t^OTi::fe3l^1-^ii'^'5:< 1 1 1 o 

(1) m^i^^^^^y) XDCDRT ^ ym^^^^^^^^i^^^''-^^ 

(2) Vft^S.^^y^) y <Dy - ^ (DMJ^'-t ^iiLWii^W:^^ 
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SEW. ^^mm^\^ g£^j#-t2S:0^5£?'J#-^3icE«cOg£?iJt:-^)0. 
^^^nrV>@II<7)CDR K CDR2^tt/CDR30T<y^@em^ 

11. -K^-f^^^S^ P7^v >75;'f:E#-?-FERM BP- 5 0 4 5 r'm^ 
'l477i/> > bo 

1 2. TK, W^l^ill 3 7!)^^ifi*J12 0<7)V^-rtL7&^tilE^<^F a s 'J*'> 

1 3. F a s 'J K<^T:^-b-v^|j|2ftS14^^^*i"^tg:^l^Kl-5-L. 

(a) Fa s'J^'^KOi^^^T'Kb-v^^^fSliK^^VT' 
*,-£>7&N (b) Fas'J#>KO±S'SrT*-b-v:^i§^?&14b'^^><75- 
^-e*;2)7i»N fe;5,v>li (c) F a s V Kt^iH^fT+'b-vXlH^TSli 
^ t < li^c7)-gpi:*^fi-C*)^7 5 ^^K^'JJ-^iHi-^F a s V 

1 4. tlllBFas'J:y>K(7)ig'5:T**b-v;^l§SrS'l4K>^>?&^ 
Fas'; iSy K^i^<^N*5i75^<b^l 9 8i=S<^A r ^■b-h%2 3 8#BcO 
Me t*-COT^y^S59iJ (J':JtT. sjf tl C i: ^ 0 T&^'^jrtttLtfT 5 

(:gffl'^. Int. Immunology, vol. 6, pl567-157 
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4, 1 9 9 4) iZ^o) K^ttl^^T^ ym(D')^'J^-^J:<ti,-^^^A.-C 
tj:Z> ^ >-e*^iS^JM 1 3 ICIBIKOF a s U K^^14tJ!S<^Mfgfe« 

Fas Y^=^(Dl^^m^hm\ 9 8#SOAr g. ^1 9 9lriO 

G 1 y. ^2 0 0#gOG ln.^203#g'7)Asn.^20 5§g<^ 
Leu. ^2 1 2#gcOTy r, ^2 1 S^g^OTy r. ^2 2 0#g<^ 
G i n. ^2 2 i#g(DAs p. ^2 2 2#gOLe u-. ^2 2 7#gO 
G 1 y. ^2 2 8l=g^7)L y s, |^ 2 3 0 #1 '^M e t , ^2 3 7#g<^ 
G 1 n. St>'^2 3 8#g<75Me t O o < ^ ^ -^'^T' ^ ^ 

^T•^^-2. Y ^ ^ >X'hh%%imi 3^7tlill?)t^l 4lli5m<OFa s 'J:^f> 

1 6 . HtllEF a s 'J K^i^'Srr ^" > - ->:^l§^vS14 ^ 
TI£-C^^tx;2,YPQDLVMMEGKMMS YCTTGQMWARSOT 

5 y®^id?iJ^^tS^:^-^K^^^t^lS*JHl 3*^'bfl^^l 5c7)v^-ftL 
>5Siiai&<^F a s 'J Y'i^%mo^(omMM^o 

1 7. fllEFa s';^>K'7?±S'S:T**^-v:^^^?SttK>^>"t''- 
Ti^t'^$tL;^>LYFVYSKVYFRGQSCNNLPLSHKVYOT 

*-irifi«tOF as'; ify K^-^tit; g<^^iSilSi^o 
18. F a s K07d^'h-v;^ij§^rSi4?r^»-r^tl:^t^r4l4L> 

mmM^Y a s 'J 5!f > Y-=nwf^m^tif^t^ ti^^a^rmmt. ^^'^f < 

;2,T 5 JmLW^m.\~mmirh. Fas'; K*g^1±!^g<^SSMfSito 
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^^mmiri>r ^ ymiLmiw::^'s h f a s v v^m^-ti> T^ym 

53#Ser. 166#Tyr, 168#Ile. 198#Arg> 199 
§Gly, 2 0 0#Gln. 2 3 7l=G 1 n, 2 3 8#Met. 2 4 1# 
Arg> 2 4 2#Ser. 2 6 9#Phe. 2 7 0#Glu. 271# 
Glu. 272l=Se r<D^T<y^. i^1j<DF a s -J ify V^^CD 1 5 7 
#Ser. 15 8#Met. 15 9#Pro> 16 1#G!u^ 17 8§ 
L y s . 1 7 9#G 1 y , 2 0 3 #A s n . 2 0 4 Ir A s n . 2 0 5# 
Leu, 206lrPro, 208#Ser> 210$Lys. 212# 
Tyr, 214#Arg. 218§Tyr, 219#Pro. 220# 
Gin. 221#Asp, 222#Leu, 223 #VaU 228# 
Lys. 230l=Met, 232#Tyr, 256#His, 258# 
Tyr, 260#Asn, 262#Ser, 263#Glu. 264# 
Leu, 2 6 5#S e r co#T 5 y^T&^'b^jr^ T 5 /^^^SfiStr*^ IS aJ^ 
m 1 8 t:|£m<7)F as'; K^'g-'l4«{^®<^MfIl^o 

F a s •; K^'^14!^IC<7?lSlt^lto 

2 1 . iSjJtill 3*-^IS5}^?i2 0<OV--rti7i^Ufai^<7>F a s •; 
t«@<OiSltlli^=^M^fSct, F a s •; Ki: F a s O^Sfi^jRIiD^ t 

^i^. ^^W^^^'f^ 0 iMt^n^ Fas'; ify Y^^WSqI^o 
2 2. -i^^-cT^^-^t/wF a s >; **> 
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msK-r^T^ ymai^Bss^^^fi^t^vi b f a s vizm^(Dr^ym. 
T**>oT. h F a s >; K^5-i^<^-?*><^-:^<^^f-^ i 

53#Ser. 166#Tyr, 168l=Ile. 198#Arg. 199 
l=Gly. 2 0 0#Gln. 2 3 7#G 1 n. 2 3 8#Met, 241§ 
Arg. 2 4 2l=Ser, 2 6 9#Phe, 2 7 0#Glu. 271# 
G I u> 2 7 2#S e r(D^T^y^. mif(7)F a s V V'^'!-<^ I 5 7 
#Ser. 158#Met. 159#Pro. 161#Glu. 178# 

<^/\n4t.A--. ori>i-3feA»-M ^ 

Leu. 2 0 6#Pro. 2 0 8#Ser> 2 10#Lys. 2 12# 

Tyr. 214#Arg. 2l8#Tyr, 219#Pro, 2 2 0# 

Gin. 221||^Asp. 2 2 2#Leu. 2 2 3l=VaU 2 2 8# 

Lys. 2 3 0§Met. 2 3 2l=Tyr, 2 5 6#His. 2 5 8# 

Tyr, 2 6 0#Asn. 2 6 2#Ser, 2 6 3#Glu, 2 6 4# 

Leu. 265#Se r (D^T ^ ^ ^(D'J^^^j: < t ^ -li ?rlgf^-r ^ li*^ 2 

2 3. ^fe#-^FERM BP- 5 0 4 4 T'^^^ ^^'5>^^'r K— 7{c 
iy)m^^ti^'7^^liOKl^i^. ^Et-^FERM BP- 5 0 4 5 "C 
m.'^-^fi^b^^^f) K-viC J: »5^^^n;&-7't/7>N0K2in:^. $f£§-^ 
FERM BP- 5 0 4 6 "C*!^^ r K--7m: tl^ v 

'>7>NOK3?/Cft:^'l>VMili hM'fkNOK2?/L^^<75. t: h F a s V KH 

4^±fioi?.iffiT^ ^^<7>4^7i'^'bffi7t^;MK^^^Jt3^@<7)T^ y^oafiiio^ 

m (Ca) /Mi^^T^j^^Tjxb'Sr^S.'^.A (XA. YA, ZA) , B (XB, 
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YB, ZB) . C (XC. YC, ZC) T-^^^ tL;5>^®-C$)oT, #C « 

w.=f-mmi3-h F a s K^i^^:E*=i-ffliJt*T < /mnm<r>m%%(o^^Kii^ 

x.X—l^&iJtcy r yT)^^ — )^:^^ > ^ ^ ^ ' (Cut off) 

2 4 . 1 T'c Fas V ify K^ISli S ;^j*^^^i=-^tjtco— 

X'h-oX^ ^^-^^-^(D\L bF a s Y6f=i'(Dn-h<D—-^(D'^l-<D\ 
53#Ser, 166#Tyr, 168#Ile, 198#Arg. 199 
#Gly. 2 0 0#Gln, 2 3 7#Gln. 2 3 8l=Met. 241# 
Arg. 2 4 2#Ser. 2 6 9#Phe, 2 7 0lrGlu, 2 7 11= 
G 1 u. 2 7 2#S e r<^^T^y^. 'fiji:^<75F a s 'iify V^l-<0\ 5 7 
#Ser, 158#Met. 159#Pro, 161#Glu, 178# 
Lys. 179#Gly. 2 0 3lrAsn. 2 0 4#Asn, 2 0 51= 
Leu. 2 0 6#Pro. 2 0 8#Ser. 210l=Lys. 212# 
Tyr. 214l|Arg. 218lrTyr. 219#Pro. 2 2 0# 
Gin. 221#Asp. 2 2 2lrLeu. 2 2 3#Val. 22 
Lys. 2 3 0l=Met. 2 3 2#Tyr. 2 5 6lrHis, 25 
Tyr. 2 5 0#Asn. 2 6 2l=Ser. 2 6 3#Glu. 2 6 4# 
Leu. 2 6 5#S e rOT ^ J^(r> aWEmW.l-<r>mMi3^h^Ji^ 2 ^.h 
(XA, YA, ZA) . B (XB. YB, ZB) . C (XC. YC, ZC) 
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ffiij izT^y m%m(^mm(D& ^ tcsnx. t 7 t > x ;v 7 - ;^ > ^ 

^ ho* >y h • (Cut off) ^■C^>&*^4. 1 hn-A/fltflit 
») jgl^tt^ F a s K^S-^I^J^Ko 

-e^>oT. ^-^i-^not^ii h F a s >; k^T-<^^ *><7)-:^ (7)^^02 

0 0 #G 1 n , \^-n(r> F z s')if> Vid-^fO 2 0 3 #A s n 2 2 0 # 
G 1 n(7)3^coT< ym.<7) a^(D^m}^^^<^Bt^^-^^^^J:^3 .^.A (XA, 
YA. ZA) . B (XB, YB, ZB) . C (XC, YC, ZC) Tm^;? 

ijyV-ty (Cut off) it-e^>&*t4. 1 hD-A/iltSttL7t{4 

Mc^tfiK^tL^wui^LT. mmtfzHF a s 'J v^^m^m^^x^ 

F a s U Klg-g-tt^So 
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AAGCTTGCCGCCACC 
Hindlll (MHU.4 -f^^^-) 

' 10 20 30 40 50 60 

ATGGAATGGAGCTGGGTCTTTA TCTTTCTCCTGTCAGTAACTGCAGGTGTCCACTCCCAG 

M E W S W V F IFLLSVTAGVHSQ 

70 80 90 100 110 120 

GTCCACCTGCAGCAGTCTGGAGCTGAGCTGGTAAGGCCTGGGACTTCAGTGAAGATGTCC 
VHLQQSGAELVRPGTSVKMS 

I CDRl I FR2 

130 140 150 160 170 180 

TGCAAGGCTGCTGGATACACCTTCACTAACTACTGGATAGGTTGGGTAAAGCAGAGGCCT 

CKAAGYTFTNYWIGWVKQRP 

I CDR2 

190 200 210 220 230 240 

GGACATGGCCTTGAGTGGATTGGATATCTTTACCCTGGAGGTCTTTATACTAACTACAAT 
GHGLEWIGYLYPGCLYTNYN 

I FR3 

250 260 270 280 290 300 

GAGAAGTTCAAGGGCAAGGCCACACTGACTGCAGACACATCCTCCAGCACAGCCTACATG 
EKFKGKATLTADTSSSTAYM 

I CDR3 

310 320 330 340 350 360 

CAGCTCAGCAGCCTGACATCTGAGGACTCTGCCATCTATTACTGTGCAAGATACAGGGAT 

QLSSLTSE D S AIYYCARYRD 

I FR4 

370 380 390 400 410 420 

TACGACTATGCTATGGACTACTGGGGTCAAGGAACCTCAG TCACCGTCTCCTCAGGTGAGT 

YDYAMD.YWGQGTSVTVSS 
GGATCC 

BamHI (MHJI24 f9'<-7-) 
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M2 



IV&aCTTCGCCACC 
Hindni (MICL2.4 y^-^^-) 

I 30 40 50 60 

;^.^^....^Wt.ct.ct»tottc.tc^tcc.ccttca^ 

M K L P V R L L V L L L F « 

i OA 90 100 110 

™™«=C;^?TC=.CTCtCTCT==CTOX».TAT^^ 

DVVLTQT PLSLPVw 

I FR2 

I ^°^in 150 160 170 180 

ISCKSTKSLLNSDGt 

I CDR2 
220 230 240 

CLQKPGQSPQLLIYI-v 

I -JTO 280 290 300 

SGVPDRFSGSGSGTDlr 

I CDR3 

,,0 340 350 360 

SRVEAEDLGVYYCtW 

Knn 380 390 400 410 420 

CTTACGTTcgGATCGGGGACC..nrTr^^AAAT AAAArOTAAGT^^^ 
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CMVi>>'^V-9— 



BamHI 




(b) 



Hixuini 



Amp' 



CNOK2L 



VL^ 



t h Ck] 



BamHI 



dhfr 




CN0K2 jftE (ng/tnl) 
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N0K2VH 
SGI 

RN0K2VHverll 
RNOK2VHverl2 



10 20 30 

QVHLQQSGAE LVRPGTSVKM SCKAAGYTFS 
QVqLvQSGAE vkkPGaSVKv SCKAsGYTFs 
QVgLvQSGAE vWcPGaSVKv SCKAsGYTF*^ 
QVqLvQSGAE vkkPGaSVKv SCKAsGYTI 



N0K2VH 
SGI 

RN0K2VHverll 
RN0K2VHverl2 



CDRl FR2 

NYWIG WVS2R PGHGLES©5 
WVrQa PGqGLEWvG 
WVgja PGoGLF""" 
WV^a PGqGI 
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Y LYPGGLYTNY NEKFKG 
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RN0K2VHverll 
RNOKVH2verl2 
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^hfl tB)TSSSTAY MQLSSLTSED SAIYYCAfcP 
rvTm TlDTStnTAY MeLSSLrSED tAvYYCAsR 
rarm T0DTStnTAY MeLSSLrSED tAvYYCAfcP 
gaiQ TlDTStnTAY MeLSSLrSED tAvYYCAhP 



N0K2VH 
SGI 

RN0K2VHverll 
RNOKVH2verl2 



CDR3 
100 
YR DYDYAMDY 



FR4 
110 

WG QGTSVTVSS 
WG QGTlVTVSS 
WG QGTlVTVSS 
WG QGTlVTVSS 
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SRVEAEDLGV YYC 
SRVEAEDvGV YYC 
SRVEAEDvGV YYC 
SRVEAEDvGV YYC 
SRVEAEDvGV YYX 
SRVEAEDvGV YYC 
SRVEAEDvGV YYC 
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GVPPBFSGS GSGTDFlTLJqr SslqpEDiat YYC 



N0K2VL 

huVL-31 

huVL-19 

RNOK2VLver21 

RNOK2VLver22 

RNOK2VLver23 

RNOK2VLver24 



CDR3 

100 
FQSNYLP LT 



FR4 

110 

FGSGTKLE IKR 
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FGqGTKLE IKR 
FGqGTKLE IKR 



N0K2VL 
REI 

RN0K2VLverl 



FQSNYLP LT 



FGSGTKLE IKR 
FGqGTKvE IKR 
FGqGTKvE IKR 



wo OT/10070 



• 

8/34 



PCT/JP97/02983 



[US 



M 

0) 

4J O 

0) Eh 

— ?:i< 
o 

u 
u 
o 
u 

M H 

'O u 

c u 



>^ a 

cn < 

w o 

X S 

Id a 
^ a 
< o 

m Eh 

rH y 

> o 
rt a 
<H 

SB 

:3 p 

0) Eh 

U Eh 
Q> Eh 



Eh Eh 



(OEh 

o u 

MO 
0 0*0 



M u O p M 
OSWEHEHi^t^ 

^ CO y p 



> o 

ro r-l 1^ 

00 

u o 

O 0) o 
CS CO Eh 

eg 
o o 

>o 
d < 

0) Eh 
O i4U 

r-lO 

fc* CO 



iyr» 
03 
O 



M U O I 



CO Eh H Eh Kt 







iH 0 


m 


0 0 






rH 


M U 


0 


<U Q 






V 




V 






Q<0 





W Eh 

M a 
0) g 



OiH I 

vo (d I 
> 



fHO 

cdEH 

> o 

M O 
in CO EH 



M Eh 

0*QQ U 
o M 00 O 
^ H Eh Eh < 



<1)H 




o O 

o u o o 

>iUO o 

^ C2 g u 
o o o u 

O < < Eh 

o (dOO O 
c gg p 

rH <i< Eh 

o u a o 
b»< o a w 

M g*^ Eh >, 
Qu < << < £H »a 

0? H<: EHf-* 
O ^ Eh Eh rtj Ctf 
r-» &t I^O U > 



o o o u 

O M < Kt; Eh 

EHfi Fi < 



o 

sits 
V 

V 

m 

i 



O 04 

iH 0) 



0 g 
o o 



rH fn E 



rH ( 
OC 

>Eh 

00 

>^< 

000 

O Eh 
M O 

u 



EHt^ 
O O w 

Eh E-i 



• S 3 Eh Eh a> 
UOCJOiJ 

en <Eh Eh 

g o g g 
o u o o 



U " ' 



u 



(d 



O 

&Eh 
>iO 

08 



gooo 

Eh << Eh Eh 
Eh Eh H D 

bSehh 0) 

O O O O 

Eh < Eh Eh Eh 

I I 
00- - 

O Oin in 

o o 

A A 
tH A A 
O CN ro 

O O 

V 



o 



wo 98/10070 



9/34 



PCT/JP97/02983 



m9 



O M U 

< m m 

M u cj a 
cj y cj 
H<; 

_ G u a y 

E-t <; i< 

M e> H 
0) a u u 

W Eh e« H 

^ u o o 

o E-**< < < 
CN U U 



13 



MO CJ O 
O 4-> O CD < 

H -< l< 
<*> o § ^ 

Cu cfl O C9 O 
>iCJ o u 

o8 8 8 



;3 



A A 
A A 

o o 



nqup 



MO up 

lU fc^ 

> o o u 

rHUUO 

o a u 



o ag 



o o 

M O 
0) u 

tJtCJ 
OHO 
vo i3 u 

M U 

CO i< 

M U 
Q) U 

O CO 

tn 

0) P 
•J U 

a 3 

4J p 

s < 



in 
o 



I 



o 



V 
V 



•H C3 
O O 

oc c a 

CD u 

fOiH CD 
n CD CD 

— 

ay 

ra< CD 

4J CD 
Q) P 

(d Eh 
r-t o 
< CD 

M U 



Do 

ou 

CD O 

r.n f t 

Eh < 



ro I I 
I t 
I I 

OirH CD 

Q CD O 
U 

O CD 
U U 
CU U 

o 0) < I 
OrH Eh ( 

fO H < ( 



D^CD I 

o a> U ^ 

ON CO Eh i 
CN 



Eh< 
y CD 
O U 

§i 

y p a 
<: Eh W 

eh< a 

Ehi<Eh 

O 

I ^ 
IEh 

: E< (d 

:83 



o 

V 
V 



CN 



Eh :x] 



a! 6 

CO E^ 

Eh 
O O 
CO < 

in> CD 



in 



'3 HE^ 



EhI 
<D E^l 

m V< CJI 



in 

CN 

U 



o 

V 
V 



wo 98/10070 



PCT/JP97/02SW3 



mi 0 



10/34 



<u a> 



U 



o 



O 
w 

V 
V 



o 

I 

in 

A 
A 
m 
o 

SI*: 



o 
in 



O 



cd a 

< 8 

rH «C 

o u 

a E:* 

CO < 

< a 

o o 

C Eh 

> O 

O H 
U 



Eh 

o 

8 

8^ 



8 



CO 



o 

CN 



o > 

O 0) 

< CO 

u rt 

U r-j 

O < 

U Q) 

E-i CO 



O 

Si 



<U 
CO 

a 

o 
u 



EH 

a 

Eh 



M 
•J 

Id 
> 



C5 



Eh 

a 

Eh 

< 

U 
O 

% 

u 
u 



0) 
CO 



Pa ^ 



CD 



° &gl8lBl8l§ 

f-4 Eh Eh Eh < E^ a 



o 

00 



s 

1^ 



o a o 



a 



04 



o 
o 



a 

(0 

0) 
CO 

c 

CO 



I 



Eh 



o n 
a\ <D 



3 

CO 
CO 

00 1^ 



CO 



u 

CO 
CO 



8 

U 



CJ 

u 

I 



Eh 
CJ 

EH 



CO 



Eh 

U 

E< 

U 



I 

in 

A 
A 



o 

V 

V 



A 
A 
in 
o 



i 



gH 

o 



0) Eh 



o 

VD 
r-l 



Eh 



c 

CO 

u 

(U 
CO 



3 

Q) 



•J} 



a 
o 



oca 

in I-* (ctf 
iH O 0 



o 
u 

w 

CO 



< 

u 
o 

u 



o 



c q 

O CJ 

o 8 



o 
u 



o 
m 



a 



CO o 

e4 a 

tfl CJ 



o 

A 
A 



m 
I 

Eh 



o 

V 
V 



in 
I 



U O 
O O 

a o 



8 

CJ 

I 

u 

o n 

am 



in 
o 
o ^ 



§ 

CJ 



A 
A 
in 
o 



i 

a 



U5 A 
O A 
r- 

V o 

V ^ 



wo 98/10070 



PCT/JP97/02983 



11/34 



1 1 



o 



M < < E-i 



11 



o 

03 



U O O 

H &^ < 

u u o 

u o 52 

y ^ 2 

< << c-i 



o 



3 



O O 

u < 

CO E-« 

O O 



O M E-» 

iH 0) O 
CO < 

o o 
to < 



o 
o 



0) a 



b4 





^§ 
















o < 




M U 


o 






























□ o 












CO H 



CN 

o 
u 



I 

ro 

CO 

o 

V 
V 



o 
o 
ro 



04 u o 



A 
A 

o 



o 

CM 



■ o 

CD 



C 

H 
0) 
CO 

C 

C5 

(1) 



o 



o 



I 
§ 

CO U 
M Eh 

> O 
CD O 

a Eh 



I 

m 
o 

iH 

V 
V 



I 



Eh 



00 

o 

V 
V 



in 
I 



< E^ 

O < 

<< 0) 

EH .H 



O 

in 



^ O O 

o o o 
< o a 
o o 

0> 

^ ^ ^ 

^ ^ 

u u o 

0) O CD 
CO < < 



o ca 



c 

iH 
CD 



V 
V 



in 
O CJ 

< EH 

CD CJ 

o 
a 



M 



O 



li 

CD p a 

U O CD 



<u o 

o :3 irf 

ro rH < 

ro CD CD 

:3 CD 

0) Eh 

1-3 U 

W CD 



o 
ra 
ro 



M 

3) 04 

M 

m 



o: 



M u 

rH Q 

CD O 

M o 

CO Eh 

a 

^ CD 
CD CS 

0) p 

Eh 
04 Eh 



CD O 

CD O 
Eh < 
O U 

O O 

:^ i: 

§o 
u 
u 



g 



i 



Eh 



^§ 

I 

CO * 

o in 
m* A 

V A 

V en 
o 



o 



CD a 



CD 



i 

a 



V 
V 



wo 98/10070 



PCT/JP97/02983 



12/34 



m 1 2 



M 
(U 

a> 

n3 



CO < 
(0 U 

X u 



o m u 

W i-H U 
V 



I 



8 

I 

in 

A 
A 



C/) 

O <U U 
v£> CJ 



Eh 

a < 

CO I 

< I 

CD 



o 
in 



(U 

M 



CO 

< 



o 



O 

CM 



o 

M 



u-1 



Eh 

g 

O 



o 
u 



rn yn Fh *^ 



I 

I 

a 



o 

04 CJ 

0) Eh 

M 6h 

a> a 



Eh 
U 



0) 

^ o 

O M 
Eh U 

U 
Eh 

8 



Eh 
U 
£h 

O 
Eh 

a 



u 



I 



> 



I § 

Ot Eh 

CO 

< 3 



6 

a 

I 



4J 



o a 

iH £h 
> 

r-l 
O 



0 

0) 

.J 



o o 
o 

r-t a 

CO 

< 

u 

0) 

c 

CO 

o o 
a\ 0) 



(U 
•J 

M 
(U 
CO 

CO 

00 

E^ 

M 
0) 
CO 



u 

8 

O 

< 

a 

i 

I 
I 
I 

8 

u 

l: 

u 
u 

I 

E^ 
Eh 



A 
A 



CO 

& 

CO 



11 



SB 

a p 



o 

CO 



0) E-* 
< U 



o 



Q 
O 



C 
CO 

< 

M 
0) 
CO 



(U 



o 



o 
in 



Eh 

Eh 
O 



Q) 



0 

a> 

01 
h4 



Eh 
< 

Eh 

U 

a 

Fh 

a 



r-l < 

o u 



o 

M 

a* 



u 

0) 
CO 



Eh 



o o 

> o 

o o 

o ^ 

M O 

CU O 

w O 

3 S 

m u 



1 



A 
A 



« r-l 

§^ 



wo 98/10070 PCT/JP97/02983 

13/34 



1 3 



0) u 
O fH 

M < 

SB 



o 

03 



0) 



o 

Eh 



o 

CM > Q 

CM Q 

O O 

0) ^ 
CO 

o o 

o M E^ 

CM W < 

o o 



Q) a 
o # 

o 

< o 

o < 

u u 

o a* u 

rH g-» 

oc: > o 
fS 

0) u 

W Eh 



CM 



o 
o 
ro 



o 

CM 



O 
M 

CO 



E-t 
U 
U 

i: 



ro 

u 



- o 

00 
CM 



U Ej 
Q> O 
CO < 

c C2 
o u 
0) u 

si: 



u o 

u 

O C3 
U CD 

a o 



o 

(M 



O 
CM 



o 
in 

CM 



^1 

SI 

o o 

0) H 
iJ Eh 

O* Eh 
to < 

< o 
o g 
o a 

r-l U 

< o 
o 3 



Eh 



S3 

u 



Eh < 

88 



(d 



N U 
CO < 



CM 

be: 



ro 

CM 



V 
V 



CM 



V 
V 



in 



o 
ro 



U 

o 



^B 



C3 



CQ 



CO 



o 
ro 

ro o CS 



U 



:3 



to O 



o 

CM 

ro 



PC 

El4 



M U 

^ CJ 

£h rt: 

>' S3 

u a 

(D a 

CO Eh 

>. g 

O 0 



E^ < 

88 



u o 
o o 

a p 

< Eh 

o u 
C5 u 
o a 



o c 

a 



0) 

Q4 



1 



o a 



0) 



CM 



V 

V 



wo 98/10070 



PCT/JP97/02983 




RN0K2 atK ( ng/ml ) 



wo 9S/10070 



PCT/JP97/02983 



15/34 



EI 1 5 



120 




0 -i I I 1 1 I \ • I ' r-T-f-i-r^ 

.1 1 10 100 1000 10000 



tfi^^W^St (ng/ml) 




wo 98/10070 



PCT/JP97/02983 



16/34 



1^ 



1 6 



transmembrane 
100 



EcoNI 



GGA TTG GGC CTG GGG ATG TTT CAG CTC TTC C AC CTA CAG AAG G AG CTG 
Giy Leu Gly Leu Gly Met Phe Gin Leu Phe His Leu Gin Lys Giu Leu> 

120 

GCA GAA CTC CGA GAG TCT ACC AGC CAG ATG CAC ACA GCA TCA TCT TTG 
Aia Giu Leu Arg Glu Ser Thr Ser Gin Met His Thr Aia Ser Ser Leu> 

130 140 
GAG AAG CAA ATA GGC CAC CCC AGT CCA CCC CCT GAA AAA AAG GAG CTG 

^1., II - 0^1^. D»#« D»M. ^m0s, m 1 1 I Mc I we fX\ti I Ai rv 

o I u L.y s oin Mt» \3iy mo riw i i i «w i i*# w»»* v*** wv-mm- 

150 

AGG AAA 6TG GCC CAT TTA ACA GGC AAG TCC AAC TCA AGG TCC ATG CCT 
Arg Lys Val Ala His Leu Thr Giy Lys Ser Asn Ser Arg Ser Met Pro> 

160 170 

CTG GAA TGG GAA GAC ACC TAT GGA ATT GTC CTG CTT TCT GGA GTG AAG 
Leu Giu Trp Giu Asp Thr Tyr Giy lie Val Leu Leu Ser Giy Vai Lys> 

180 190 
TAT AAG AAG GGT GGC CTT GTG ATC AAT GAA ACT GGG CTG TAC TTT GTA 
Tyr Lys Lys Gly Giy Leu Vai I ie Asn Giu Thr Gly Leu Tyr Phe Val> 



TAT TCC AAA GTA TAC TTC CGG GGT CAA Ta TGC AAC AAC CTG CCC CTG 
Tyr Ser Lys Val Tyr Phe Arg Gly Gin Ser Cys Asn Asn Leu Pro Leu> 

210 220 
AGC CAC AAG GTC TAC ATG AGG AAC TCT AAG TAT CCC CAG GAT CTG GTG 
Ser His Lys Vai Tyr Met Arg Asn Ser Lys Tyr Pro Gin Asp Leu Val > 



ATG ATG GAG GGG AAG ATG ATG AGC TAC TGC ACT ACT GGG CAG ATG TGG 
Met Met Glu Gly Lys Met Met Ser Tyr Cys Thr Thr Gly Gin Met Trp> 

240 250 

GCC CGC AGC AGC TAC CTG GGG GCA GTG TTC AAT CTT ACC AGT GCT GAT 

Ala Arg Ser Ser Tyr Leu Gly Aia Val Phe Asn Leu Thr Ser Ala Asp> 

260 270 
CAT TTA TAT GTC AAC GTA TCT GAG CTC TCT CTG GTC AAT TH GAG GAA 
His Leu Tyr Vai Asn Vai Ser Glu Leu Ser Leu Val Asn Phe Glu Glu> 

280 

TCT CAG AC© TTT TTC GGC TTA TAT MG CTC TM QmM^CA^STSGO^'S 
Ser ein Thr Ph© Phe Gly Leu Tyr Lys Leu ***> 
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